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Novel Spiroheterocyclic Compounds Useful As Reversible Inhibitors of 

Cysteine Proteases 

BEI frmJCAJIQHJQAIA, 

This application claims benefit to US Provisional Application serial nos. 60/153,738 filed 
9/13/99 and 60/222,900 filed August 3, 2000. 

TprmjTrAT. FfF T D n F TT T F invention 



This invention relates to peptidyl spiroheterocyclic, amidino and guanidino compounds. 
The compounds are reversible inhibitors of the cysteine protease cathepsin S, K, F, L and 
B and are therefore useful in the treatment of autoimmune and other related diseases. 
The invention also relates to processes for preparing such compounds and pharmaceutical 
1 5 compositions comprising them. 
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B a CKGRQIMD ™ TOP tnvfntion 

Cathepsin S and cathepsin K are members of the papain family, within the papain 
superfamily of cysteine proteases. The papain family is the largest group of cysteine 
proteases and includes proteases such as cathepsins B, H, K, L, O and S. (A.J. Barrett et 
al., 1996, Perspectives in Drug Discovery and Design, 6, 1). The cysteine proteases have 
important roles in human biology and diseases including atherosclerosis, emphysema, 
osteoporosis, chronic inflammation and immune disorders (H.A. Chapman et al., 1997, 
Ann. Rev. Physiol., 59, 63). Cathepsin S plays a key rble in regulating antigen 
presentation and immunity (H.A. Chapman, 1998, Current Opinion in Immunology, 10, 
93; R. J. Riese et al., 1998, J. Clin. Invest., 101, 2351; R.J. Riese et al., 1996, Immunity, 
4, 357). Cathepsin S deficient mice have impaired invariant chain degradation resulting in 
decreased antigen presentation and germinal center formation, and diminished 
susceptibility to collagen-induced arthritis indicating the therapeutic potential for a 



10 



15 



20 



25 



# 



WO 01/19816 — — PCT/USOO/23584 

cathepsin S inhibitor (G. Shi et al., 1999, Immunity, 10, 197; T.Y. Nakagawa et al, 1999, 
Immunity, 10, 207) 

The specificity of the immune response relies on processing of foreign protein and 
presentation of antigenic peptide at the cell surface. Antigenic peptide is presented bound 
to MHC Class II, a heterodimeric glycoprotein expressed in certain antigen presenting 
cells of hematopoietic lineage, such as B cells, macrophages and dendritic cells. 
Presentation of antigen to effector cells, such as T-cells, is a fundamental step in 
recognition of non-self and thus initiation of the immune response. 

Recently MHC Class II heterodimers were shown to associate intracellularly with a third 
molecule designated invariant chain. Invariant chain facilitates Class II transport to the 
endosomal compartment and stabilizes the Class H protein prior to loading with antigen. 
Invariant chain interacts directly with Class II dimers in the antigen-binding groove and 
therefore must be proteolyzed and removed or antigen cannot be loaded or presented. 
Current research suggests that invariant chain is selectively proteolyzed by cathepsin S, 
which is compartmentalized with MHC Class II complexes within the cell. Cathepsin S 
degrades invariant chain to a small peptide, termed CLIP, which occupies the antigen - 
binding groove. CLIP is released from MHC Class II by the interaction of MHC Class II 
with HLA-DM, a MHC-like molecule thus freeing MHC Class H to associate with 
antigenic peptides. MHC Class II-antigen complexes are then transported to the cell 
surface for presentation to T-cells, and initiation of the immune response. 

Cathepsin S, through proteolytic degradation of invariant chain to CLIP, provides a 
fundamental step in generation of an immune response. It follows that inhibition of 
antigen presentation via prevention of invariant chain degradation by cathepsin S could 
provide a mechanism for immuno-regulation. Control of antigen-specific immune 
responses has long been desirable as a useful and safe therapy for autoimmune diseases. 
Such diseases include Crohn's disease and arthritis, as well as other T-cell-mediated 
30 immune responses (C. Janeway and P. Travers, 1996, Immunobiology, The Immune 
System in Health and Disease, Chapter 12). Furthermore, cathepsin S, which has broad 
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pH specificity, has been implicated in a variety of other diseases involving extracellular 
proteolysis, such as Alzheimer's disease (U. Muller-Ladner et al., 1996, Perspectives in 
Drug Discovery and Design, 6, 87) and atherosclerosis (G.K. Sukhova et al., 1998, J. 
Clin. Invest., 102, 576). 

5 

A cathepsin S inhibitor has been found to block the rise in IgE titers and eosinophil 
infiltration in the lung in a mouse model of pulmonary hypersensitivity, suggesting that 
cathepsin S may be involved in asthma (RJ. Riese et al, J. Clin. Investigation, 1998, 101, 
2351). 

10 

Another cysteine protease, cathepsin F has been found in macrophages and is also 
involved in antigen processing. It has been postulated that cathepsin F in stimulated lung 
macrophages and possibly other antigen presenting cells could play a role in airway 
inflammation (G.-P. Shi et al, J. Exp. Med., 2000, 191, 1 177). 

15 

Cathepsin K, another cysteine protease has been found to be highly expressed in 
osteoclasts and to degrade bone collagen and other bone matrix proteins. Inhibitors of 
cathepsin K have been shown to inhibit bone resorption in mice. Therefore, cathepsin K 
may play a role in osteoclastic bone resorption and cathepsin K inhibitors may be useful 
20 in the treatment of diseases involving bone resorption such as osteoporosis (F. Lazner et 
al, Human Molecular Genetics, 1999, 8, 1839). 

Cysteine proteases are characterized by having a cysteine residue at the active site which 
serves as a nucleophile. The active site also contains a histidine residue. The imidazole 

25 ring on the histidine serves as a base to generate a thiolate anion on the active site 

cysteine, increasing its nucleophilicity. When a substrate is recognized by the protease, 
the amide bond to be cleaved is directed to the active site, where the thiolate attacks the 
carbonyl carbon forming an acyl-enzyme intermediate and cleaving the amide bond, 
liberating an amine. Subsequently, water cleaves the acyl-enzyme species regenerating 

30 the enzyme and liberating the other cleavage product of the substrate, a carboxylic acid. 
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Inhibitors of cysteine proteases contain a functionality that can react reversibly or 
irreversibly with the active site cysteine. Examples of reactive functionalities that have 
been described (D. Rasnick, 1996, Perspectives in Drug Discovery and Design, 6, 47) on 
cysteine protease inhibitors include peptidyl diazomethanes, epoxides, 
5 monofluoroalkanes and acyloxymethanes, which irreversibly alkylate the cysteine thiol. 
Other irreversible inhibitors include Michael acceptors such as peptidyl vinyl esters and 
other carboxylic acid derivatives (S. Liu et al., J. Med Chem., 1992, 35, 1067) and vinyl 
sulfones (J.T. Palmer et al., 1995, J. Med Chem., 38, 3193). 

10 Reactive functionalities that form reversible complexes with the active site cysteine 
include peptidyl aldehydes (R.P. Hanzlik et al., 1991, Biochim. Biophys. Acta., 1073, 
33), which are non-selective, inhibiting both cysteine and serine proteases as well as other 
nucleophiles. Peptidyl nitriles (R.P. Hanzlik et al., 1990, Biochim. Biophys. Acta., 1035, 
62) are less reactive than aldehydes and therefore more selective for the more 

15 nucleophilic cysteine proteases. Various reactive ketones have also been reported to be 
reversible inhibitors of cysteine proteases (D. Rasnick, 1996, ibid). In addition to 
reacting with the nucleophilic cysteine of the active site, reactive ketones may react with 
water, forming a hemiketal which may act as a transition state inhibitor. 
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Examples of cathepsin S inhibitors have been reported. J.L. Klaus et al. (WO 9640737) 
described reversible inhibitors of cysteine proteases including cathepsin S, containing an 
ethylene diamine. In US Patent No. 5,776,718 to Palmer et al. there is disclosed in it's 
broadest generic aspect a protease inhibitor comprising a targeting group linked through a 
two carbon atom chain to an electron withdrawing group (EWG). The compounds of the 
present application are structurally distinct and thus excluded from the 5,776,718 patent 
with particular embodiments possessing unexpectedly greater activity than the closest 
compounds of the prior art. Other examples of cathepsin S inhibitors have been reported 
by E.T. Altmann et al, (WO 9924460, 1999) which describes dipeptide nitriles asserted to 
have activity as inhibitors of Cathepsins B, K, L and S. The WO publication does not 
disclose any compounds possessing an imino or guanidino moiety and fails to provide 
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any description, methods or examples for particular spiroheterocylic moieities at the P2 
position. 

Additional peptidyl nitriles have been reported as protease inhibitors. For example, both 
nitriles and ketoheterocycles are described by B.A. Rowe et al. (US 5,714,471) as 
protease inhibitors useful in the treatment of neurodegenerative diseases. Peptidyl nitriles 
are reported by B. Malcolm et al. (WO 9222570) as inhibitors of picornavirus protease. 
B.J. Gour-Salin (Can. J. Chem., 1991, 69, 1288) and T.C. Liang (Arch. Biochim. 
Biophys., 1987, 252, 626) described peptidyl nitriles as inhibitors of papain 

A reversible inhibitor presents a more attractive therapy than irreversible inhibitors. Even 
compounds with high specificity for a particular protease can bind non-target enzymes. 
An irreversible compound could therefore permanently inactivate a non-target enzyme, 
increasing the likelihood of toxicity. Furthermore, any toxic effects resulting from 
inactivation of the target enzyme would be mitigated by reversible inhibitors, and could 
be easily remedied by modified or lower dosing. Finally, covalent modification of an 
enzyme by an irreversible inhibitor could potentially generate an antibody response by 
acting as a hapten. 

In light of the above, there is a clear need for compounds which reversibly and selectively 
inhibit cysteine proteases cathepsin S ,K, F, L and B for indications in which these 
proteases exacerbate disease. 

BRIEF DESCR IPTTON OF THE INVENTION 

It is therefore an object of this invention to provide novel compounds according to the 
formulas (I), (II), (la) and (lb) as described herein which reversibly inhibit the cysteine 
proteases cathepsin S ,K, F, L and B. It is a further object of the invention to provide 
methods for treating diseases and pathological conditions exacerbated by these cysteine 
proteases such as, but not limited, to rheumatoid arthritis, multiple sclerosis, asthma and 
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osteoporosis. It is yet a further object of the invention to provide novel processes 
preparation of the above-mentioned novel compounds. 



5 DETAILED DESC BgHQN ™ the INVENTION 

A proposed mechanism of action of the cysteine protease inhibitors of this invention is 
that the inhibitors contain a functionality that can react (reversibly or irreversibly) with 
the active site cysteine. The reactive functionality is attached to a peptide or peptide 
10 mimic that can be recognized and accommodated by the region of the protease 
surrounding the active site. The nature of both the reactive functionality and the 
remaining portion of the inhibitor determine the degree of selectivity and potency toward 
a particular protease. 

15 Given the similarity of the active sites in cysteine proteases, it may be anticipated that a 
given class of inhibitors might have activity against more that one cysteine protease. It 
may also be expected that due to structural differences between individual cysteine 
proteases, different compounds of the invention may have different inhibitory potencies 
against different cysteine proteases. Thus some of the compounds of the invention may 

20 also be expected to be most effective in treating diseases mediated by cysteine proteases 
that they inhibit most potently. The activity of particular compounds disclosed herein 
against cysteine proteases cathepsin S, K, F, L and B may be determined by the screens 
described in the section entitled "Assessment of Biological Properties." 
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In one broad generic aspect, the invention provides novel compounds of the formula (I): 
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wherein: 

Het is piperidinyl, pyrrolidinyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
tetrahydrofuranyl, hexahydropyrimidinyl, hexahydropyridazinyl, piperazinyl, 1,4,5,6- 
5 tetrahydropyrimidin-2-ylamine, dihydro-oxazolyl, 1 ,2-thiazinanyl- 1 , 1 -dioxide, 1 ,2,6- 
thiadiazinany 1-1,1 -dioxide, isothiazolidinyl- 1,1 -dioxide or imidazolidinyl-2,4-dione, each 
being optionally substituted with one or more R 5 ; 

10 Y is O or S; 



Ri is Cl-5 alkyl, Cl-5 alkoxy, aryloxy, C3-7 cycloalkyl, phenyl, benzyl, naphthyl, 
tetrahydronaphthyl,Cl-5alkylsulfonylCl-5alkyl, C3-7cycloalkylsulfonylCl-5alkyl, 

1 5 arylsulfonylC 1 -Salkyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl, 
benzoxazolyl, quinoxalinyl, or amino; wherein Ri is optionally substituted by one or 

20 more 



Ra is Cl-5 alkyl, C3-7 cycloalkyl, phenyl, naphthyl, pynrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 

25 pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 

benzoxazolyl, benzisoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, 
quinoxalinyl, Cl-5 alkoxy, Cl-5alkanoyl, Cl-5alkanoyloxy, aryloxy, benzyloxy, 
Cl-5 alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by CI -8 alkyl, aryl, 

30 pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, 

furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, 
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pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Ra is Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio, arylthio wherein the 
sulfur atom may be oxidized to a sulfoxide or sulfone, ureido wherein either 
nitrogen atom may be independently substituted by alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, Cl-5 
alkoxycarbonylamino, aryloxycarbonylamino, Cl-5 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-5 alkylsulfonylamino, arylsulfonylamino, Cl-5 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, halogen, hydroxy, oxo, 
carboxy, cyano, nitro, amidino or guanidino, Ra may be further optionally 
substituted by one or more Rj,; 

Rb is Cl-5 alkyl, C3-6 cycloalkyl, aryl, Cl-5 alkoxy, aryloxy, benzyloxy, 
halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino; 

R 2 is hydrogen or Cl-3 alkyl; 

R 3 is hydrogen, Cl-5 alkyl, C2-5alkylene, C3-7 cycloalkyl, arylCl-3alkyl or aryl wherein 
R 3 is optionally substituted by one or more R*; 

Rc is Cl-5 alkyl, C3-7 cycloalkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
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thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-5 alkoxy, aryloxy, Cl-5 
alkanoyl, aroyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, Cl-5 alkanoyloxy, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Rc is Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
Cl-5 alkoxycarbonylamino, aryloxycarbonylamino, Cl-5 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-5 alkylsulfonylamino, arylsulfonylamino, Cl-5 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, halogen, 
hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc may be further 
optionally substituted by one or more R<j; 
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R, is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylalkyl, Cl-5 alkoxy, aryloxy, 
arylCl-5alkoxy, aroyl, amino, halogen, hydroxy, oxo, carboxy, cyano, 
nitro, amidino or guanidino; 



R4 is hydrogen or CI -3 alkyl; 

R 5 is Cl-5 alkyl chain optionally interrupted by one or two O or S, phenyl, naphthyl, 
aryiCl-3alkyl, furanyl, thienyl, pyrrolyl, imidazolyl, pyridinyl, pyrimidinyl, Cl-5 
alkanoyl, aroyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, benzyloxycarbonyl, carbamoyl 
wherein the nitrogen atom may be independantly mono or disubstituted by Cl-5 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, furanyl, thienyl, pyrrolyl, 
thiazolyl, imidazolyl, pyridinyl, benzimidazolyl or quinolinyl, 

or R 5 is Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom may be 
oxidised to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidised to a 
sulfoxide or sulfone, Cl-5 alkylsulfonylamino, arylsulfonylamino, Cl-5 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or disubstituted by alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyridinylcarbonyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl or arylsulfonyl, or R 5 is halogen, hydroxy, oxo, 
carboxy, cyano, nitro, amidino or guanidino, R 5 may be further optionally substituted by 
one or more Rej 

Re is Cl-5 alkyl, C3-6 cycloalkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, thienyl 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, benzoxazolyl, quinoxalinyl, Cl-5 alkoxy, aryloxy, 
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aroyl, amino wherein the nitrogen atom may be independently mono or di- 
substituted by CI -5 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, furanyl, 
thienyl, pyrrolyl or pyridinyl, halogen, hydroxy, oxo, carboxy, cyano, nitro, 
benzyloxy, arylCl-3alkoxycarbonyl, amidino or guanidino; 

X is O or S and 

pharmaceutically acceptable derivatives thereof. 



In another embodiment of the invention, there are provided novel compounds of the 
formula (I) as described immediately above, and wherein: 

Het is piperidinyl, pyrrolidinyl, tetrahydropyranyl or tetrahydrothiopyranyl each ring 
being substituted with one or more R 5 ; 

YisO; 

R, is Cl-3 alkyl, Cl-3alkoxy, C3-7 cycloalkyl, phenyl, benzyl, naphthyl, 
tetrahydronaphthyl, piperidinyl, morpholinyl, piperazinyl, furanyl, thienyl, pyridinyl, 
isoxazolyl, pyrazinyl, indolyl, quinolinyl, benzofuranyl, benzimidazolyl, benzoisoxazolyl 
or amino; wherein Ri is optionally substituted by one or more R*; 

Ra is Cl-3 alkyl, phenyl, naphthyl, piperidinyl, indolinyl, morpholinyl, 
piperazinyl, furanyl, thienyl, benzimidazolyl, Cl-3 alkoxy, Cl-3 alkanoyl, 
phenoxy, naphthyloxy, benzyloxy, Cl-3 alkoxycarbonyl, benzoyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by CI -5 
alkyl, phenyl, piperidinyl, morpholinyl, piperazinyl, furanyl, thienyl or pyridinyl, 
or Ra is CI -5 alkanoylamino, benzoylamino, Cl-3 alkylsulfonyl, phenylsulfonyl, 
ureido wherein either nitrogen atom may be independently substituted by alkyl, 
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phenyl, piperidinyl, morpholinyl, furanyl, thienyl or pyridinyl, CI -3 
alkoxycarbonylamino,Cl-5 alkylcarbamoyloxy, CI -5 alkylsulfonylamino, 
phenylsulfonylamino, CI -5 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by CI -5 
alkyl, phenyl, piperidinyl, morpholinyl, piperazinyl, furanyl, thienyl or pyridinyl, 
halogen, hydroxy, oxo, carboxy, nitro or cyano, R, may be further optionally 
substituted by one or more R|>; 

R*"is~h"alogen; hydros 
R 2 is hydrogen; 

R 3 is CI -5 alkyl or C2-5 alkylene, C4-6 cycloalkyl or benzyl wherein R3 is optionally 
substituted by one or more Rc; 

Re is Cl-4 alkyl, C5-6 cycloalkyl, phenyl, naphthyl, Cl-4 alkoxy, phenoxy, 
benzoyl, benzyloxy, indolinyl, imidazolyl, Cl-3alkylthio, Cl-3alkylsulfonyl, 
halogen, hydroxy, oxo, carboxy, nitro or cyano, Rc may be further optionally 
substituted by one or more R<j; 

Rj is methyl, phenyl, benzyl, benzyloxy, Cl-3alkoxy, halogen, hydroxy, 
nitro or cyano; 

R4 is hydrogen; 

R 5 is Cl-4alkyl chain optionally interrupted by one O or S atom, phenyl, phenylCl- 
2alkyl, furanyl, pyrimidinyl, thienyl, Cl-3 alkanoyl, benzoyl, Cl-4 alkoxycarbonyl, 
carbamoyl wherein the nitrogen atom may be independently mono or disubstituted by 
Cl-5 alkyl, phenyl, piperidinyl, morpholinyl, piperazinyl, furanyl, thienyl or pyridinyl, 
Cl-3 alkylthio, phenylthio, Cl-5 alkylaminosulfonyl, phenylaminosulfonyl, Cl- 
5alkylamino wherein the nitrogen atom may be independently mono- or disubstituted by 
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naphthylsulfonyl or pyridinylcarbonyl, halogen, hydroxy, carboxy, oxo or cyano, R5 may 
be further optionally substituted by one or more Re; 

Re is CI -3 alkyl, C5-6 cycloalkyl, phenyl, naphthylmethyl, piperidinyl, 
morpholinyl, piperazinyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
benzimidazolyl, quinolinyl, isoquinolinyl, CI -4 alkoxy, benzoyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by CI -5 alkyl, 
phenyl, piperidinyl, morpholinyl, furanyl, thienyl or pyridinyl, halogen, hydroxy, 
oxo or cyano; and 

Xis O. 

In yet another embodiment of the invention, there are provided novel compounds of the 
formula (I) as described immediately above, and wherein: 

Ri is methyl, ethyl, phenyl, piperidinyl, morpholinyl, piperazinyl, pyridinyl, pyrazinyl, 
furanyl, thienyl, benzyl, benzofuranyl, cyclohexyl, quinolinyl or amino; wherein Ri is 
optionally substituted by one or more Raj 

Ra is CI -3 alkyl, phenyl, piperidinyl, thienyl, CI -3 alkoxy, phenoxy, CI -3 
alkanoyl, CI -3 alkoxycarbonyl, benzyloxy, CI -3 alkanoylamino, thiophenyl, 
benzimidazolyl, CI -3 alkylthio or chloro, Ra may be further optionally substituted 
by one or more Rt>; 

Rt, is bromo, chloro, fluoro, iodo, hydroxy, oxo or cyano; 

R3 is methyl, ethyl, n-propyl, n-butyl, isobutyl, propene, butene, isobutene, C3-7 
cycloalkyl or benzyl wherein R3 is optionally substituted by one or more Rc; 
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R« is methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl, tert-butyl, methoxy, 
ethoxy, methylthio, ethylthio, cyclohexyl, phenyl, naphthyl, imidazolyl, indolinyl, 
cyclohexyl, bromo, chloro, fluoro, iodo, hydroxy, oxo, carboxy, nitro, benzoyl, 
benzyloxy, N-benzylimidazolyl or cyano, Rc may be further optionally substituted 
by one or more Rd5 

Rd is methyl, methoxy, ethoxy, chloro, fluoro, nitro or hydroxy; 

R 5 is methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl, tert-butyl, phenyl, 
methoxycarbonyl, ethoxycarbonyl, n-propoxycarbonyl, isopropoxycarbonyl, n- 
butoxycarbonyl, isobutyloxycarbonyl, tert-butoxycarbonyl and pyrimidinyl, R 5 may be 
further optionally substituted by one or more R«; 

R. is methyl, ethyl, n-propyl, isopropyl, phenyl, methoxy, ethoxy, n-propoxy, isopropoxy, 
n-butoxy, isobutoxy, tert-butoxycarbonyl, bromo, chloro, fluoro, iodo, hydroxy, oxo or 
cyano. 

In yet still another embodiment of the invention, there are provided novel compounds of 
the formula (I) as described immediately above, and wherein: 

Het is piperidinyl or pyrrolidinyl; 

R, is N-acetylaminophenyl, chlorophenyl , methoxyphenyl, m-phenoxyphenyl, 
morpholinyl, pyrazinyl, pyridinyl, furanyl, chlorothienyl, thienyl or thienylmethyl; 

R 3 is n-butyl, isobutyl, 2,2-dimethylpropyl, cyclohexylmethyl, p-methoxybenzyl or 2- 
naphthylmethyl; and 

wherein the configuration at the stereocenter defined by R2 and R 3 when they are 
different and the carbon they are attached to is defined as L; and 
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R 5 is methyl, propyl, isopropyl, ethoxycarbonyl, benzyloxycarbonyl, benzyl, phenethyl, 
N,N-dimethylaminoacetyi or pyrimidinyl. 

In yet a further embodiment of the invention, there are provided novel compounds of the 
formula (I) as described immediately above, and wherein: 

Het is piperidin-4-yl or pyrrolidinyl; 

Ri is morpholinyl or N-acetylaminophenyl; 

R3 is 2,2-dimethylpropyl or cyclohexylmethyl; and 

R 5 is methyl, propyl, isopropyl, ethoxycarbonyl, benzyloxycarbonyl, benzyl, phenethyl, 
N,N-dimethylaminoacetyl or pyrimidinyl. 



In a second broad generic aspect of the invention, there are provided novel compounds of 
the formula (II): 




wherein: 



15 



WO 01/19816 




PCT/US00/23584 



Het is azepanyl, piperidinyl, pyrrolidinyl, azetidinyl, oxepanyl, tetrahydropyranyl, 
tetrahydrothiopyranyl, tetrahydrofuranyl, oxetanyl, azocanyl, oxocanyl, 1,3-diazocanyl, 
1,4-diazocanyl, 1,5-diazocanyl, 1,3-dioxocanyl, 1,4-dioxocanyl, 1,5-dioxocanyl, 1,3- 
oxazocanyl, 1,4-oxazocanyl, 1 ,5-oxazocanyl, 1,3-diazepanyl, 1,4-diazepanyl, 1,3- 
dioxepanyl, 1,4-dioxepanyl, 1,3-oxazepanyl, 1,4-oxazepanyl, l,2-thiazocanyl-l,l- 
dioxide, 1,2,8-thiadiazocany 1-1,1 -dioxide, 1,2-thiazepany 1-1,1 -dioxide, 1,2,7- 
thiadiazepanyl-l,l-dioxide, tetrahydrothiophenyl, hexahydropyrimidinyl, 
hexahydropyridazinyl, piperazinyl, 1,4,5,6-tetrahydropyrimidinyl, pyrazolidinyl, dihydro- 
oxazolyl, dihydrothiazolyl, dihydroimidazolyl, isoxazolinyl, oxazolidinyl, 1,2- 
thiazinanyl-l,l-dioxide, 1,2,6-thiadiazinanyl- 1,1 -dioxide, isothiazolidinyl- 1,1 -dioxide, 
imidazolidinyl-2,4-dione, imidazolidinyl, morpholinyl, dioxanyl, tetrahydropyridinyl, 
thiomorpholinyl, thiazolidinyl, dihydropyranyl, dithianyl, decahydro-quinolinyl, 
decahydro-isoquinolinyl, 1,2,3,4-tetrahydro-quinolinyl, indolinyl, octahydro-quinolizinyl, 
dihydro-indolizinyl, octahydro-indolizinyl, octahydro-indolyl, decahydroquinazolinyl, 
decahydroquinoxalinyl, 1,2,3,4-tetrahydroquinazolinyl or 1,2,3,4-tetrahydroquinoxalinyl; 

A C6-C10 bridged bicyclo wherein one or more carbon atoms are optionally replaced by 
a heteroatom chosen from N, O and S; 

each being optionally substituted with one or more R5; 



YisC(0),C(S)orS(0) 2 ; 

R[ is a bond, hydrogen, Cl-10 alkyl, Cl-10 alkoxy, aryloxy, C3-8 cycloalkyl, C3-8 
cycloalkyloxy. ar yl, benzyl, tetrahydronaphthyl, indenyl, indanyl, Cl-lOalkylsulfonylCl- 
lOalkyl, C3-8cycloalkylsulfonylCl-10alkyl, arylsulfonylCl-lOalkyl, heterocyclyl 
selected from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, pyranyl, tetrahydropyranyl, tetrahydrothiopyranyl, thiopyranyl, furanyl, 
tetrahydrofuranyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyridinyl, 



16 



WO 01/19816 




T/US00/23584 



pyrimidinyl, pyrazinyl, pyridazinyl, tetrazolyl, pyrazolyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, benzisoxazolyl, quinolinyl, 
tetrahydroquinolinyl, isoquinolinyl, tetrahydroisoquinolinyl, quinazolinyl, 
tetrahydroquinazolinyl, benzoxazolyl and quinoxalinyl, heterocyclyloxy wherein the 
heterocyclyl moiety is selected from those herein described in this paragraph, hydroxy or 
amino; wherein Ri is optionally substituted by one or more R*; 

Ra is a bond, Cl-10 alkyl, C3-8 cycloalkyl, aryl, tetrahydronaphthyl, indenyl, 
indanyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, benzoxazolyl, benzisoxazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-10 alkoxy, Cl-lOalkanoyl, Cl- 
lOalkanoyloxy, aryloxy, benzyloxy, Cl-10 alkoxycarbonyl, aryloxycarbonyl, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or R a is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Ra is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-10 alkylsulfonylamino, 
arylsulfonylamino, Cl-10 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
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the nitrogen atom may be independently mono or di-substituted by Cl-10 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or R» is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R, may be further optionally substituted by one or more R>; 
with the proviso that Ri and Ra simultaneously cannot be a bond; 

Rb is a CI -6 saturated or unsaturated branched or unbranched carbon chain 
optionally partially or fully halogenated wherein one or more carbon 
atoms are optionally replaced by O, N, S(O), S(0) 2 or S and wherein said 
chain is optionally independently substituted with 1-2 oxo groups, -NH2, 
or one or more CI -4 alkyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl; 

or Rb is C3-6 cycloalkyl, aryl, aryloxy, benzyloxy, halogen, hydroxy, oxo, 
carboxy, cyano, nitro, mono-Cl-5alkylamino, di-Cl-5alkylamino, 
carboxamide, amidino or guanidino; 

R 2 is hydrogen or C 1 -3 alkyl; 

R 3 is a bond, hydrogen, Cl-10 alkyl, C2-10alkylene, C3-8 cycloalkyl, arylCl-5alkyl or 
aryl wherein Rj is optionally substituted by one or more R«; 

Rc is Cl-10 alkyl, C3-8 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4. 1 .0]heptanyl, bicyclo[3. 1 .0]hexanyl, 
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bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4-tetrahydronaphthyl, decahydronaphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, 
foranyl, tetrahydrofuranyl, pyranyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, dihydrobenzofuranyl, 
octohydrobenzofuranyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, tetrahydroquinolinyl, quinolinyl, tetrahydroisoquinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-10 alkoxy, aryloxy, Cl-10 alkanoyl, 
aroyl, Cl-10 alkoxycarbonyl, aryloxycarbonyl, Cl-10 alkanoyloxy, aroyloxy, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Rc is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Rc is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-10 alkylsulfonylamino, 
arylsulfonylamino, Cl-10 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-10 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
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benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be further optionally substituted by one or more R<j; 

Rd is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylCl-5alkyl, Cl-5 alkoxy, 
aryloxy, arylCl-5alkoxy, aroyl, amino, halogen, hydroxy, oxo, carboxy, 
cyano, nitro, amidino or guanidino; 

R 2 and R 3 together with the carbon they are attached optionally form a nonaromatic 5-7 
membered cycloalkyl or heterocyclic ring; 

R4 is hydrogen, hydroxy or CI -3 alkyl; 

R 5 is a bond, hydrogen, carbonyl, Cl-10 alkyl, Cl-lOalkoxyCl-lOalkyl, Cl- 
lOalkylaminoCl-lOalkyl, Cl-lOalkylthioCl-lOalkyl wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, Cl-10 alkoxy, aryloxy, C3-8 cycloalkyl, aryl, benzyl, 
tetrahydronaphthyl, indenyl, indanyl, C3-7cycloalkylsulfonylCl-5alkyl, arylsulfonylCl- 
5alkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, tetrahydropyranyl, thiopyranyl, 
tetrahydrothiopyranyl, furanyl, tetrahydrofuranyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridizinyl, tetrazolyl, triazolyl, 
pyrazolyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
tetrahydroquinolinyl, isoquinolinyl, tetrahydroisoquinolinyl, quinazolinyl, 
tetrahydroquinazolinyl, benzoxazolyl and quinoxalinyl, heterocyclyloxy wherein the 
heterocyclyl moiety is selected from those herein described in this paragraph, Cl- 
lOalkanoyl, aroyl, Cl-lOalkanoyloxy, benzyloxy, Cl-lOalkoxycarbonyl, arylCl- 
5alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom may 
be independently mono or di-substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
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benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl or quinoxalinyl, 

or R 5 is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to 
a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or R 5 is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-10 alkylsulfonylamino, arylsulfonylamino, Cl-10 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substitutedby Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl or quinoxalinyl, 

or R 5 is halogen, hydroxy, oxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R 5 may be further optionally substituted by one or more 

Re is Cl-10 alkyl, Cl-lOalkoxyCl-lOalkyl, Cl-lOalkylaminoCl-lOalkyl, Cl- 
lOalkylthioCl-lOalkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-10 alkoxy, C3-8 cycloalkyl, aryl, tetrahydronaphthyl, indenyl, 
indanyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, thiopyranyl, tetrahydrothiopyranyl, pyranyl, tetrahydropyranyl, 
tetrahydrofuranyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl, benzisoxazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-lOalkanoyl, aroyl, Cl- 
lOalkanoyloxy, aryloxy, benzyloxy, Cl-10 alkoxycarbonyl, arylCl- 
3alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen 
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atom may be independently mono or di-substituted by C 1 - 1 0 alkyl, aryl, 
pyrrolidinyl, piperidinyl, moipholinyl, thiomorpholinyl, piperazinyl, indolinyl, 
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Re is CI- 10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Re is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-10 alkylsulfonylamino, 
arylsulfonylamino, Cl-10 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-10 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Re is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Re may be further optionally substituted by one or more R f ; 

R f is Cl-5 alkyl. C3-6 cycloalkyl, tolylsulfonyl, Cl-5 alkoxy, aryl, 
aryloxy, benzyloxy, halogen, hydroxy, oxo, carboxy, cyano, nitro, 
carboxamide, amidino or guanidino; 

X is O or S and 
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pharmaceutically acceptable derivatives thereof. 

In another embodiment of the invention, there are provided novel compounds of the 
formula (II) as described immediately above, and wherein: 

Het is piperidinyl, pyrrolidinyl, tetrahydropyranyl, tetrahydrothiopyranyl, azetidinyl, 
azepanyl, oxepanyl, tetrahydrofuranyl, oxetanyl, hexahydropyrimidiriyl, 
hexahydropryidazinyl, piperazinyl, 1,4,5,6-tetrahydropyrimidinyl, octahydro-indolizinyl, 
octahydro-quinolizinyl, decahydro-quinolinyl, 1,2,3,4-tetrahydro-quinolinyl, dihydro- 
oxazolyl, 1,2-thiazinanyl- 1,1 -dioxide, 1,2,6-thiadiazinanyl- 1,1 -dioxide, isothiazolidinyl- 
1,1-dioxide, imidazolidinyl, pyrazolidinyl or a bridged bicyclo chosen from aza- 
bicyclo[3.2.1]octane, aza-bicyclo[2.2.1]heptane, aza-bicyclo[2.2.2]octane, aza- 
bicyclo[3.2.2]nonane, aza-bicyclo[2.1.1]hexane, aza-bicyclo[3.1.1]heptane, aza- 
bicyclo[3.3.2]decane and 2-oxa or 2-thia-5-aza-bicyclo[2.2.1]heptane; 
each ring being substituted with one or more R 5 ; 

Y is C(0) or S(0)2; 

R, is a bond, hydrogen, Cl-7 alkyl, Cl-7 alkoxy, C3-7 cycloalkyl, aryloxy, phenyl, 
benzyl, naphthyl, tetrahydronaphthyl, Cl-7alkylsulfonylCl-7alkyl, C3- 
7cycloalkylsulfonylCl-7alkyl, arylsulfonylCl-7alkyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, 
thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, isoxazolyl, pyrimidinyl, 
pyrazinyl, pyridazinyl, indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, 
benzthiazolyl, benzoisoxazolyl, benzoxazolyl or amino; wherein Ri is optionally 
substituted by one or more Ra; 

R, is a bond Cl-7 alkyl, C3-6 cycloalkyl, phenyl, naphthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, 
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thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, CI -7 alkoxy, Cl-7alkanoyl, 
Cl-7alkanoyloxy, aryloxy, benzyloxy, Cl-7 alkoxycarbonyl, aryloxycarbonyl, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, 
triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl or quinoxalinyl, 

or Ra is Cl-7 alkanoylamino, aroylamino, Cl-7 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Ra is Cl-7 alkoxycarbonylamino, aryloxycarbonylamino, Cl-7 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-7 alkylsulfonylamino, 
arylsulfonylamino, Cl-7 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-7 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rt>; 
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Rfc is Cl-5 alkyl, C3-6 cycloalkyl, aryl, Cl-5 alkoxy, aryloxy, benzyloxy, 
halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino; 

R 2 is hydrogen or methyl or ethyl; 

R 3 is a bond, hydrogen, Cl-5 alkyl, C2-5alkylene, C3-7 cycloalkyl, arylCl-3alkyl or aryl 
wherein R3 is optionally substituted by one or more 

Rc is Cl-5 alkyl, C3-7 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl,bicyclo[4.L0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4-tetrahydronaphthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, 
tetrahydrofuranyl, pyranyl, tetrahydropyranyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benztbiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-5 alkoxy, aryloxy, Cl-5 
alkanoyl, aroyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, Cl-5 alkanoyloxy, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Rc is Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
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pyrazinyl, indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or R« is CI -5 alkoxycarbonylamino, aryloxycarbonylamino, CI -5 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-5 alkylsulfonylamino, 
arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofiiranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be further optionally substituted by one or more Rd; 

Rd is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylCl-4 

alkyl, Cl-5 alkoxy, aryloxy, arylCl-5alkoxy, aroyl, halogen, hydroxy, oxo 
or cyano; 

R4 is hydrogen or methyl; 

R 5 is a bond, hydrogen, carbonyl, Cl-8 alkyl, Cl-8alkoxyCl-8alkyl, Cl-8alkylaminoCl- 
8alkyl, Cl-8alkylthioCl-8alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-8 alkoxy,, aryloxy, C3-7 cycloalkyl, aryl, benzyl, tetrahydronaphthyl, 
indanyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, tetrahydropyranyl, thiopyranyl, 
tetrahydrothiopyranyl, furanyl, tetrahydrofuranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, tetrazolyl, triazolyl, pyrazolyl, indolyl, benzofiiranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl, 
benzoxazolyl and quinoxalinyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-7alkanoyl, aroyl, Cl- 
7alkanoyloxy, benzyloxy, Cl-7 alkoxycarbonyl, arylCl-4alkoxycarbonyl, 
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aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom may be independently 
mono or di-substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or R 5 is Cl-7 alkanoylamino, aroylamino, Cl-7 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or R 5 is Cl-7 alkoxycarbonylamino, aryloxycarbonylamino, Cl-7 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-7 alkylsulfonylamino, arylsulfonylamino, Cl-7 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or R 5 is halogen, hydroxy, oxy, oxo, carboxy, cyano, nitro or carboxamide, R 5 may be 
further optionally substituted by one or more R-; 

Re is Cl-7 alkyl, Cl-7alkoxyCl-7alkyl, Cl-7alkylaminoCl-7alkyl> Cl- 
7alkylthioCl-7alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-7 alkoxy, C3-7 cycloalkyl, aryl, tetrahydronaphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thiopyranyl, 
tetrahydrothiopyranyl, tetrahydropyranyl, tetrahydrofuranyl, furanyl, thienyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-5 alkanoyl, aroyl, Cl- 
5alkanoyloxy, aryloxy, benzyloxy, Cl-5 alkoxycarbonyl, aryloxycarbonyl, 
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aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by CI -5 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or IU is Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Re is Cl-5 alkoxycarbonylamino, aryloxycarbonylamino, Cl-5 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-5 alkylsulfonylamino, 
arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Re is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Re may be further optionally substituted by one or more Rf, 

R f is methyl, ethyl, t-butyl, tolylsulfonyl, Cl-3 alkoxy, cyclopropyl, 
cyclohexyl, phenyl, naphthyl, phenoxy, benzyloxy, fluoro, chloro, bromo, 
hydroxy, oxo, carboxy, cyano, nitro or carboxamide; 

and 

Xis O. 
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In yet another embodiment of the invention, there are provided novel compounds of the 
formula (II) as described immediately above, and wherein: 



wherein: 



Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
tetrahydrothiopyranyl, tetrahydrofuranyl, oxetanyl, octahydro-indolizinyl, octahydro- 
quinolizinyl or aza-bicyclo[3.2.1]octanyl, each ring being optionally substituted with one 
or more R5; 

R, is a bond, Cl-5 alkyl, Cl-5 alkoxy, C3-6 cycloalkyl, aryloxy, phenyl, benzyl, 
naphthyl, Cl-3alkylsulfonylCl-3alkyl, C3-6cycloalkylsulfonylCl-3alkyl, 
arylsulfonylCl-3alkyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, isoxazolyl, 
pyrimidinyl, pyrazinyl, pyridazinyl, indolyl, quinolinyl, benzofuranyl, benztmenyl, 
benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; wherein R, is optionally 
substituted by one or more Ra; 

R, is a bond, Cl-3 alkyl, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, Cl-3 alkoxy, Cl-3alkanoyl, Cl-3alkanoyloxy, 
aryloxy, benzyloxy, Cl-3 alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl 
wherein' the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or 
benzthiazolyl, 

or Ra is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
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independently substituted by Cl-3 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 
or R» is Cl-3 alkoxycarbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-3 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or R* is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R, may be further optionally substituted by one or more Rb; 

R b is Cl-3 alkyl, C3-6 cycloalkyl, aryl, Cl-3 alkoxy, aryloxy, benzyloxy, 
halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino; 

R 2 is hydrogen or methyl; 

R 3 is a bond, hydrogen, Cl-5 alkyl. C2-5alkylene, C4-6 cycloalkyl or arylCl-2alkyl 
wherein R 3 is optionally substituted by one or more R*; 

R. is Cl-4 alkyl, C5-6 cycloalkyl, phenyl, naphthyl, indanyl, 
bicyclo[2.2. 1 ]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4. 1 .0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
indolinyl, furanyl, tetrahydrofuranyl, pyranyl, tetrahydropyrahyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-4 alkoxy, phenoxy, naphthyloxy, 
Cl-3 alkanoyl, benzoyl, Cl-3 alkoxycarbonyl, phenoxycarbonyl, Cl-3 
alkanoyloxy, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl or aryl, 
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or Rc is CM aUtanoylamino, benzoy.an.ino, CM aUty.thio wherein to sulfur 
M may be oxidized «o a suffoxide or sulfone, phenyls wherein .be su.ta 
at „r„maybeoxidized to a S nlfoxideor S nlfone,nreidowhereme*ern.rrogen 

atom may be independently substituted by CM alkyl or aryl, 
or R. is CM alkoxycarbonylamino, aryloxyoarbonylam.no, CM 
alkylcarbamoyloxy.arylcarbamoyloxy.Cl-Sallrylsulfonylammo, 

^onylanrino.C.-SaUry—ony.arylam—^ 

Z nitrogen atom may be independently mono or dieted by Cl-5 aUry. or 

5. is halogen bydroxy, oxo, carboxy, oyano, nitro, amidino or guanidino, «. 
may be farther optionally substituted by one or more R,; 

Rj is CM alkyl, C3-6 cyoloalkyl, phenyl, benzyl, CM alkoxy, phenoxy, 
phenylCMalkoxy, benzoyl, halogen, hydroxy, oxo or cyano; 



R, is hydrogen; 



Many,, heterocycly. selected from pyrrolidinyl, piperidinyl, morphohny , 
tmomotpholuayl.pfpera^^^ 

tetrahydrofuranyl, thienyf, oxazolyl, thiazolyl, imidazoly., pyndmy., pyrumdmy , 
!2 y. benzlanyl, benzofhfenyf. benzfmidazo.yf, benzoyl, q u«o,my. 

selected from those herein described in flus paragraph, Cl-3alkanoyl.be y, 

CMalkanoyloxy, benzy.oxy, CM afkoxycarbonyl, aryfCl-zalkoxycarbonyl, 
„henox y carbony.,benzoy.oxy,earbamoy.wberdnft=ni tt ogena,ommaybe 
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or R 5 is Cl-4 alkanoylamino, aroylamino, Cl-4 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-3 alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, 
piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl or benzthiazolyl, 

or R 5 is Cl-4 alkoxycarbonylamino, phenoxycarbonylamino, Cl-4 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-4 alkylsulfonylamino, phenylsulfonylamino, Cl-3 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-4 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R 5 is halogen, hydroxy, oxo, carboxy, cyano, nitro or carboxamide, R 5 may be further 
optionally substituted by one or more R«; 

IU is Cl-4 alkyl, Cl-4 alkoxy, C3-7 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
tetrahydrothiopyranyl, tetrahydropyranyl, tetrahydrofuranyl, thienyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, 
Cl-4 alkanoyl, aroyl, Cl-4alkanoyloxy, phenoxy, naphthyloxy, benzyloxy, Cl-4 
alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by Cl-3 alkyl, phenyl, 
naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl, or benzthiazolyl, 

or Re is Cl-4 alkanoylamino, benzoylamino, Cl-4 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-3 alkyl, phenyl, naphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
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thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or 
benzthiazolyl, 

or Re is CI -4 alkoxycarbonylamino, phenoxycarbonylamino, CI -4 
alkylcarbamoyloxy, phenylcarbamoyloxy, CI -4 alkylsulfonylamino, 
phenylsulfonylamino, Cl-4 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by CI -3 
alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 

or Re is halogen, hydroxy, oxo, carboxy, cyano, nitro or carboxamide, Re may be 
further optionally substituted by one or more Rfj 

Rf is methyl, ethyl, t-butyl, tolylsulfonyl, methoxy, cyclopropyl, phenyl, 
phenoxy, benzyloxy, fluoro, chloro, bromo, hydroxy, oxo, carboxy or 
carboxamide. 

In yet still another embodiment of the invention, there are provided novel compounds of 
the formula (II) as described immediately above, and wherein: 

Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
oxetanyl or tetrahydrothiopyranyl each ring being optionally substituted with one or more 
Rs; 

Ri is a bond, Cl-5 alkyl, Cl-5 alkoxy, C3-6 cycloalkyl, aryloxy, phenyl, benzyl, 
naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, 
indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, 
benzoxazolyl or amino; wherein R { is optionally substituted by one or more R,; 
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Ra is a bond, Cl-3 alkyl, cyclopropyl, cyclohexyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, Cl-3 
alkoxy, Cl-3alkanoyl, Cl-3alkanoyloxy, aryloxy, benzyloxy, Cl-3 
alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-3 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 
or R« is Cl-3 alkoxycarbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-3 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rt,; 

R, is methyl, ethyl, n-propyl, i-propyl, cyclopropyl, cyclopentyl, 
cyclohexyl, phenyl, methoxy, ethoxy, n-propoxy, i-propoxy, phenoxy, 
benzyloxy, fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, 
nitro or carboxamide; 

R 2 is hydrogen; 

R 3 is a bond, Cl-3 alkyl, C2-4alkylene, C5-6 cycloalkyl, benzyl or naphthylmethyl 
wherein R 3 is optionally substituted by one or more R*; 

Rc is Cl-3 alkyl, C5-6 cycloalkyl, phenyl, naphthyl, indanyl, 
bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4. 1 .0]heptanyl, 
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bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, furanyl, tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyrimidinyl, indolyl, benzofuranyl, benzothienyl, benzthiazolyl, CI -3 
alkoxy, phenoxy, naphthyloxy, CI -2 alkanoyl, benzoyl, CI -2 alkoxycarbonyl, 
phenoxycarbonyl, Cl-2alkanoyloxy, benzoyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by CI -3 alkyl or aryl, 
or Rc is CI -2 alkanoylamino, benzoylamino, CI -2 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by CI -3 alkyl or aryl, 
or Rc is CI -2 alkoxycarbonylamino, phenoxy carbonylamino, CI -2 
alkylcarbamoyloxy, arylcarbamoyloxy, CI -2 alkylsulfonylamino, 
phenylsulfonylamino, Cl-2alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by CI -3 
alkyl or phenyl, 

or Rc is halogen, hydroxy, oxo, carboxy or cyano, Rc may be further optionally 
substituted by one or more Rd; 

R<i is methyl, cyclopropyl, cyclohexyl, phenyl, benzyl, methoxy, phenoxy, 
benzyloxy, benzoyl, fluoro, chloro, oxo or cyano; 

R 5 is a bond, hydrogen, carbonyl, Cl-5 alkyl, Cl-5alkoxyCl-5alkyl, Cl-5alkylaminoCl- 
5alkyl, Cl-5alkylthioCl-5alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-5 alkoxy, phenoxy, C3-6 cycloalkyl, phenyl, naphthyi, benzyl, indanyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, tetrahydropyranyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl and benzthiazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-3alkanoyl, benzoyl, naphthoyl, 
Cl-3alkanoyloxy, benzyloxy, CI -3 alkoxycarbonyl, benzyloxycarbohyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
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independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized to 
a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzofuranyl, benzothienyl, 
benzimidazolyl or benzthiazolyl, 

or R 5 is Cl-3 alkoxycarbonylamino, phenoxycarbonylamino, Cl-3 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-3 alkylsulfonylamino, phenylsulfonylamino, Cl-3 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 

or R 5 is halogen, hydroxy, oxo, carboxy, cyano or carboxamide, R 5 may be further 
optionally substituted by one or more R«; 

R« is Cl-3 alkyl, Cl-3 alkoxy, C3-7 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, tetrahydropyranyl, indolyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, Cl-3 alkanoyl, aroyl, Cl-3alkanoyloxy, phenoxy, 
benzyloxy, Cl-3 alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or Re is Cl-3 alkanoylamino, benzoylamino, Cl-3 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 
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or Re is CI -3 alkoxycarbonylamino, phenoxycarbonylamino, CI -3 
alkylcarbamoyloxy, phenylcarbamoyloxy, CI -3 alkylsulfonylamino, 
phenylsulfonylamino, CI -3 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by CI -3 
alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, ben2imidazolyl or 
benzthiazolyl, 

or R* is halogen, hydroxy, oxo, carboxy, cyano or carboxamide, R« may be further 

optionally substituted by one or more Rf; 

and 

Rf is methyl, phenyl, tolylsulfonyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, bromo, hydroxy, oxo, carboxy or carboxamide. 

In yet still another embodiment of the invention, there are provided novel compounds of 
the formula (II) as described immediately above, and wherein: 

Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl or tetrahydropyranyl each ring being 
substituted with one or more R5; 

Yis C(O); 

Ri is a bond, methyl, ethyl, i-propyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, 
cyclohexyl, phenoxy, phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, fiiranyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl 
or amino; wherein R\ is optionally substituted by one or more Ra; 

Ra is a bond, methyl, ethyl, cyclopropyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, methoxy, acetyl, 
acetoxy, phenoxy, benzyloxy, methoxycarbonyl, phenoxycarbonyl, benzoyloxy, 
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carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or Ra is acetylamino, benzoylamino, methylthio, phenylthio wherein the sulfur 

atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 

atom may be independently substituted by methyl, ethyl or phenyl, 

or Ra is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 

phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 

methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 

may be independently mono or di-substituted by methyl or phenyl, 

or Ra is fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, nitro or 

carboxamide, R* may be further optionally substituted by one or more Ri,; 

Rb is methyl, cyclopropyl, phenyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, hydroxy, oxo, carboxy or carboxamide; 

R 3 is a bond, Cl-3 alkyl, C2-4alkylene, C5-6 cycloalkyl, benzyl or naphthylmethyl 
wherein R 3 is optionally substituted by one or more Rc; 

Rc is methyl, ethyl, n-propyl, i-propyl, C5-6 cycloalkyl, indanyl, 
bicyclo[2.2. l]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4. 1 .Ojheptanyl, 
bicyclo[3 . 1 .0]hexanyl, bicyclo[ 1.1.1 ]pentanyl, cubanyl, 1 ,2,3 ,4- 
tetrahydronaphthyl, thienyl, oxazolyl, thiazolyl, indolyl, benzofuranyl, 
benzothienyl, benzthiazolyl, methoxy, ethoxy, phenoxy, acetyl, benzoyl, 
methoxycarbonyl, phenoxycarbonyl, acetoxy, benzoyloxy, carbamoyl wherein the 
nitrogen atom may be independently mono or di-substituted by methyl, ethyl or 
aryl, 

or Rc is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl or aryl, 



38 



WO 01/19816 




T/US00/23584 



or Rc is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 
phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl, ethyl or phenyl, 
or Rc is fluoro, chloro or oxo, Rc may be further optionally substituted by one or 
more R<j; 

Rd is methyl, cyclopropyl, phenyl, methoxy, fluoro, chloro or oxo; 

R 5 is abond, hydrogen, carbonyl, Cl-4 alkyl, Cl-4alkoxyCl-4alkyl, Cl-4alkylaminoCl- 
4alkyl, Cl-4alkylthioCl-4alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-4 alkoxy,phenoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, 
benzyl, indanyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
piperazinyl, tetrahydropyranyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl and benzthiazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-2alkanoyl, benzoyl, naphthoyl, 
Cl-2alkanoyloxy, benzyloxy, CI -2 alkoxycarbonyl, benzyloxycarbonyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by C 1-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is CI -2 alkanoylamino, benzoylamino, CI -2 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by CI -2 alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R 5 is CI -2 alkoxycarbonylamino, phenoxycarbonylamino, CI -2 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-2 alkylsulfonylamino, phenylsulfonylamino, Cl-2 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
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or R 5 is fluoro, chloro, bromo, hydroxy, oxo, carboxy or carboxamide, R 5 may be further 
optionally substituted by one or more Rc; 

Re is CI -3 alkyl, CI -2 alkoxy, C3-6 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, tetrahydropyranyl, indolyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, Cl-2 alkanoyl, aroyl, Cl-2alkanoyloxy, phenoxy, 
benzyloxy, Cl-2 alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-2 
alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 

or R« is Cl-2 alkanoylamino, benzoylamino, Cl-2 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or 
pyrimidinyl, 

or R« is Cl-2 alkoxycarbonylamino, phenoxycarbonylamino, Cl-2 
alkylcarbamoyloxy, phenylcarbamoyloxy, Cl-2 alkylsulfonylamino, 
phenylsulfonylamino, Cl-2 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-2 
alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or Re is fluoro, chloro, bromo, hydroxy, oxo, carboxy or carboxamide, Re may be 
further optionally substituted by one or more R f ; 
and 

R f is methyl, phenyl, tolylsulfonyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, hydroxy, oxo, carboxy or carboxamide. 

In yet a further embodiment of the invention, there are provided novel compounds of the 
formula (H) as described immediately above, and wherein: 
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Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl, azetidin-3-yl, azepan-3-yl, azepan-4- 
yl or tetrahydropyran-4-yl, each ring being optionally substituted with one or more R5; 

Ri is a bond, methyl, ethyl, i-propyl, methoxy, cyciopropyl, cyclohexyl, phenoxy, phenyl, 
benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl or amino; wherein Ri is 
optionally substituted by one or more Ra; 

Ra is methyl, phenyl, thienyl, methoxy, acetyl, acetoxy, phenoxy, benzyloxy, 
methoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl or phenyl, 
or Ra is acetylamino, methylthio, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl or phenyl, 

or Ra is methoxycarbonylamino, methylcarbamoyloxy, phenylcarbamoyloxy, 
methylsulfonylamino, phenylsulfonylamino, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl or phenyl, 
or Ra is fluoro, chloro, hydroxy, oxo, carboxy, cyano or carboxamide; 

R 3 is a bond, methyl, ethyl, n-propyl, propenyl, butenyl, i-butenyl, cyclohexyl, benzyl or 
naphthylmethyl wherein R 3 is optionally substituted by one or more Rc; 

R« is methyl, ethyl, n-propyl, i-propyl, cyclohexyl, cyclopentyl, indanyl, 
bicycio[2.2. l]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4. 1 .0]heptanyl, 
bicyclo[3. 1 .0]hexanyi, bicyclo[L 1 . l]pentanyl, cubanyl, 1 ,2,3,4- 
tetrahydronaphthyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
phenoxycarbonyl, acetoxy, benzoyloxy, methylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, fluoro, chloro or oxo; 
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R 5 is a bond, hydrogen, carbonyl, Cl-4 alkyl, Cl-2alkoxyCl-2alkyl, Cl-2alkylaminoCl- 
2alkyl, Cl-2alkylthioCl-2alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-2 alkoxy, phenoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, benzyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, tetrahydropyranyl, 
pyridinyl, and pyrimidinyl, heterocyclyloxy wherein the heterocyclyl moiety is selected 
from those herein described in this paragraph, acetyl, benzoyl, acetyloxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, benzyloxycarbonyl, benzoyloxy, carbamoyl wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl or 
phenyl, 

or R 3 is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by methyl, ethyl or phenyl, 

or R 5 is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, ethyl or phenyl, 
or R 5 is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R 5 may be further 
optionally substituted by one or more Re; 

Re is methyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, 
naphthyl, indanyl, piperidinyl, morpholinyl, indolyl, thienyl, pyridinyl, acetyl, 
benzoyl, acetyloxy, phenoxy, benzyloxy, methoxycarbonyl, ethoxycarbonyl, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or Re is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl or phenyl, 

or Re is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, 
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phenylsulfonylamino, methylaminosulfonyl, phenylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl 
or phenyl, 

or Re is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, Re may be further 

optionally substituted by one or more R f ; 

and 

Rf is methyl, phenyl, tolylsulfonyl, phenoxy, benzyloxy, fluoro, chloro or 
oxo. 

In yet still a further embodiment of the invention, there are provided novel compounds of 
the formula (II) as described immediately above, and wherein: 

Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl, azetidin-3-yl or tetrahydropyran-4- 
yl, each ring being substituted with one or more R 5 ; 

Ri is i-propyl, benzyloxy, cyclohexyl, phenyl, 4-(acetylamino)-phenyl, 4- 
(methanesulfonylamino)-phenyl, 4-methoxyphenyI, 3-phenoxyphenyl, 4-chlorophenyl, 4- 
fluorophenyl, 2-fluorophenyl, 2-fluoro-4-chlorophenyl, naphthyl, thienylmethyl, 
piperidinyl, morpholinyl, pyrrolidinyl, piperazinyl, furanyl, thienyl, 5-chlorothienyl, 
pyridin-4-yl, pyrazinyl, methylamino, ethylamino, dimethylamino or diethylamino; 

R 3 is ethyl, n-propyl,propenyl, butenyl, i-butenyl, benzyl or naphthylmethyl wherein R 3 is 
optionally substituted by one or more R«; 

R« is methyl, cyclohexyl, cyclopentyl, indanyl, 1,2,3,4-tetrahydronaphthyl, 
methoxy, methylthio wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, fluoro or chloro; 
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R $ is a bond, carbonyl, methyl, ethyl, n-propyl, n-butyl, t-butyl, i-propyl, i-butyl, 
cyclopropyl, cyclopentyl, cyclohexyl, phenyl, benzyl, piperidinyl, tetrahydropyranyl, 
pyrimidinyl, acetyl, benzoyl, ethoxycarbonyl, benzyloxycarbonyl, methylsulfonylamino, 
phenylsulfonylamino, methylamino, dimethylamino, fluoro, oxo or carboxy, R 5 may be 
further optionally substituted by one or more R«; 

R. is methyl, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, indanyl, 
thienyl, 5-methylthienyl, methoxy, phenoxy, benzyloxy, piperidinyl, pyridinyl, 
indolyl, l-(tolyl-sulfonyl)-indolyl, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, phenyl or benzyl, 
or R. is hydroxy, fluoro, chloro, oxo, dimethylamino or trifluoromethyl; 



In yet another embodiment of the invention, there are provided novel compounds of the 
formula (II) as described immediately above, and wherein: 

Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl or azetidin-3-yl, each ring being 
substituted with one or more R5; 

R, is phenyl, 4-(acetylamino)-phenyl, 4-(methanesulfonylamino)-phenyl, 3- 
phenoxyphenyl, 4-chlorophenyl, 4-fluorophenyl, thienylmethyl, morpholinyl, 
pyrrolidinyl, piperidinyl, piperazinyl, 5-chlorothienyl, pyridin-4-yl or pyrazinyl; 

R 3 is n-butyl, i-butyl, 2,2-dimethylpropyl, cyclohexylmethyl, propenyl, i-butenyl, 4- 
methoxybenzyl, 4-chlorobenzyl, 3,4-dichlorobenzyl, 3-chlorobenzyl, 2,4-dichlorobenzyl, 
4-methylbenzyl, 3-methylbenzyl or naphth-2-ylmethyl; wherein the configuration at the 
stereocenter defined by R 2 and R 3 when they are different and the carbon they are 
attached to is defined as L; 
and 
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R 5 is a bond, methyl, ethyl, n-propyl, n-butyl, n-pentyl, 2-pentyl, 3-pentyl, phenethyl, 
phenpropyl, 2,2-dimethylpropyl, t-butyl, i-propyl, i-butyl, cyclopropyl, cyclopentyl, 
cyclohexyl, cyclopropylmethyl, cyclopentylmethyl, cyclohexylmethyl, phenyl, benzyl, 
naphthylmethyl, indanylmethyl, pyridinylmethyl, indolylmethyl, thienylmethyl, 5- 
methylthienylmethyl, piperidinyl, piperidinylcarbonyl, pyridinylcarbonyl, 
tetrahydropyranyl, pyrimidinyl, acetyl, benzoyl, ethoxycarbonyl, benzyloxycarbonyl, t- 
butoxycarbonyl, methylcarbamoyl, phenylcarbamoyl, benzylcarbamoyl, 
methylsulfonylamino, phenylsulfonylamino, methylamino, dimethylamino, 
methylcyclohexyl, methylbenzyl, methoxybenzyl, phenoxybenzyl, benzyloxybenzyl, N- 
[(4-methylphenyl)-sulfonyl]-indolylmethyl, fluorobenzyl, difluorobenzyl, chlorobenzyl, 
N,N-dimethylaminoacetyl, trifluoromethylbenzyl, fluoro, oxo or carboxy. 



Another embodiment of the invention provides for the following compounds of the 
formulas (I) and (II) above which have demonstrated potent inhibition of Cathepsin S in 
a cell based assay at concentrations of 15 uM or less. 



Morpholine-4-carboxylicacid[l-(4-cyano-tetrahydro-pyran-4-ylcarbamovl)-2- 
cyclohexyl-ethylj-amide; - / / 

Morpholine-4-carboxylicacid[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

^-Acetylamino-^-fl^-cyano-l-memyl-piperidin^-ylcarbamoyn^-cyclohexyl-ethvll- 
benzamide; 3 1 

Morpholine-4-carboxylic acid [l-(4-cyano-l-methyl-piperidin^-ylcarbamovl)-3 3- 
dimethyl-butylj-amide; * . 

4 : Cyano-4-{3-cyclohexyl-2-[(morpholine-4-carbonyl)-amino]-propionylamino}- 
piperidine-l-carboxylic acid ?-butyl ester; 

4 : Cyano-4-{3-cyclohexyI-2-[(morpholine-4-carbonyl)-amino]-propionylamino}- 
pipendine-l-carboxylic acid ethyl ester; 
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Morpholine-4-carboxylicacid[l-(l-benzyl-4-cyano-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylicacid[l-(4-cyano-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
amide hydrochloride; 

Morpholine-4-carboxylicacid{l-[4<yano-l-(l-methyl-e%l)-piperidin-4-ylcarbamoyl]- 
2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylicacid[l-(4-cyano-l-phenethyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-benzyl-pyrrolidin-3-ylcarbamoyl]-2- 
cyclohexyl-ethyl} -amide; 

Morpholine-4-carboxylicacid[l-(4-cyano-l-propyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

4-Cyano-4-{3-cyclohexyl-2-[(morpholine-4-carbonyl)-amino]-propionylamino}- 
piperidine-1 -carboxylic acid benzyl ester; 

Morpholine-4-carboxylicacid[l-(4-cyano-l-isopropyl-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylicacid[l-(l-phenethyl-4-cyano-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylicacid[l-(l-n-propyl-4-cyano-piperidm-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylicacid[l-(l-benzyl-4-cyano-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [1 -(4-cyano-tetrahydro-thiopyran-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid { l-[4-cyano-l-(2-dimethylamino-acetyl)-piperidin-4- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

4-Cyano-4-{3-cyclohexyl-2-[({4-acetylamino}-phenyl-l-carbonyl)-amino]- 
propionylamino}-piperidine-l-carboxylic acid ethyl ester; 

Moipholine-4-carboxylicacid[l-(3-cyano-l-pyrimidin-2-yl-piperidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-araide; 
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4-Cyano-4- {4,4-dimethyl^^ 
piperidine-l-carboxylic acid benzyl ester; 

4-Acetylamino-N-[ 1 -( 1 -benzyl-4-cyano-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
benzamide; 

4-Acetylamino-A4 1 -(4-cyano- 1 -isopropyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
benzamide; 

Morpholine-4-carboxylic acid [ 1 -( 1 -benzyl-3-cyano-piperidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

4-Cyano-4- {3 -cydohexyl-2-[( {4-acetylamino} -phenyl- 1 -carbonyl)-amino]- 
propionylamino} -piperidine-l-carboxylic acid benzyl ester; 

N-[ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-benzamide; 

Morpholine-4-carboxylic acid [ 1 -( 1 -carbamimidoyl-4-cyano-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide p-toluenesulfonate; 

4-Acety lamino-iV-[ 1 -(4-cyano- 1 -phenethyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl- 
ethyl]-benzamide; 

4-(Acetylamino-methy l)-Af-[ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-benzamide; 

4-Cyano-4-{4,4-dimethyl-2-[(morpholine-4-carbonyl)-amino]-pentanoylamino}- 
piperidine-l-carboxylic acid ethyl ester; 

Morpholine-4-carboxylicacid[l-(l-acetyl-4-cyano-piperidin-4-ylcarbamoyl)-3,3 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [l-(l-benzoyl-4-cyano-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

3-Cyano-3-{3-cyclohexyl-2-[(morpholine-4-carbonyl)-amino]-propionylamino}- 
pyrrolidine-l-carboxylic acid benzyl ester; 

A^[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyI]-isonicotinam^ 

Pyrazine-2-carboxylic acid [ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [l-(l-acetyl-4-cyano-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 
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Morpholine-4-carboxylicacid[l-(l-benzoyl-4-cyano-piperidin-4-ylcarbamoyl)-2- 
cycIohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid { 1 -[3-cyano- 1 -(2-chloro-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

5-Chloro-thiophene-2-carboxylicacid[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

4- Chloro-iV-[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
benzamide; 

Morpholine-4-carboxylicacid[l-(4-cyano-l-phenylcarbamoyl-piperidin-4-ylcarbamoyl)- 
3,3-dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [l-(l-benzylcarbamoyl 4-cyano-piperidin-4-ylcarbamoyl)- 
3,3-dimethyl-butyl]-amide; 

N-[ i .(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-4- 
methanesulfonylamino-benzamide; 

jVi[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-3-phenoxy- 
benzamide; 

^-[l-(l-Benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2-cyclohexyl-ethyl-ethyl]- 
isonicotinamide; 

Pyrazine-2-carboxylic acid [ l-( 1 -benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

M(l-BenzylO-cyano-pyrrolidinO-yl)-3-cyclohexyl-2-(2-thiophen-2-yl-acetylamino)- 
prbpionamide; 

5- Chloro-thiophene-2-carboxylic acid [l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid { 1 -[3-cyano- l-(cyclohexyl-methyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

N-[ 1 -( 1 -Benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2-cyclohexyl-ethyl]-3-phenoxy- 
benzamide; 

Morpholine-4-carboxylic acid [ l-(3-cyano-l -benzyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 
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N-[ 1 -( 1 -Benzy l-3-cyano-pyirolidinO-ylcarbamoyl)-2-cyclohexyl-ethyl]-4-chloro- 
benzamide; 

N-[ 1 -( 1 -Benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3 5 3-dimethy l-butyl]-benzamide; 

Pyrazine-2-carboxyIic acid [ l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(l-methyl-ethyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Ar-[l-(l-benzyl-3-cyano-pyrrolidin-3^ 
methanesulfonylamino-benzamide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(3-benzyloxy-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

A/-[l-(l-Benzyl-3-cyano-pyrrolidin-3-yk 

N-[ 1 -( 1 -Benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2-cyclohexyl-ethyl]-4- 
methanesulfonylamino-benzamide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(2-benzyloxy-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

l-(4-cyano- 1 -methyl-piperidm-4-yl 

Morpholine-4-carboxylic acid { 1 -[3-cyano- l-(3 s 5-difluoro-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(2,6-difluoro-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(3-trifluoromethyl-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

N-[ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-2-fluoro- 
benzamide; 

4-Chloro-iV-[ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbamoy l)-2-cyclohexyl-ethyl]-2- 
fluoro-benzamide; 

N-[ 1 -(4-cyano- 1 -methy I-piperidin-4-ylcarbamoyl)-2-cyclohexy l-ethyl]-4-methoxy- 
benzamide; 
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^.[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-4-fluoro- 
benzamide; 

^-[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-3,3-dimethyl-butyl]-4- 
methanesulfonylamino-benzamide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(3-phenoxy-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-cyclohexyl-pyrrolidin-3-ylcarbamoyl)-2- 

cyclohexyl-ethyl]-amide; 
* 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(l-methyl-piperidine-4-yl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid [ 1 -(3-cyano- 1 -ethy l-pyrrolidin-3 -ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-methyl-pyirolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(3-methyl-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(2-phenoxy-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl } -amide; 

Morpholine-4-carboxylic acid {1 -[3-cyano- l-(2-methyl-pent-2-enyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid {1 -[3-cyano- l-(4-fluoro-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(2,4,6-trimethyl-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(l/f-indol-3-ylmethyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl} -amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-cyclopropyl-pyirolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(l-pyridin-3-ylmethyl)-pyiTolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl } -amide; 
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Pyrrolidine-l-carboxylic acid [l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [1-(1 -benzy 1-3 -cyano-1 -oxy-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Isoxazole-5-carboxylic acid [l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [l-(3-cyano-l-cyclohexylmethyUpyrrolidin-3- 
ylcarbamoyl)-3,3-dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [l-(3-cyano-l-isobutyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

l#-Imidazole-4-carboxylic acid [l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano- l-(5,5-dimethyl-3-oxo-cyclohex-l-enyl)- 
pyrrolidin-3-ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid [l-(3-cyano-l-isopropyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [l-(3-cyano-l-isobutyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(l-ethyl-propyl)-pyrroIidin-3-ylcarbamoyl] 
2-cyclohexyl-ethyl } -amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(l-e%l-propyl)-pyirolidin-3-ylcarbamoyl] 
3,3-dimethyl-butyl}-amide; 

Moipholine-4-carboxylic acid [l-(3-cyano- 1 -phenethyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [1 -(3 -cyano-1 -cyclopropylmethyl-pyrrolidin-3 - 
ylcarbamoyl)-2-cyclohexyl-ethyl]-amide; 

Morphoiine-4-carboxylic acid [ l-(3-cyano- 1 -methyl-piperidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [l-(l-benzyl-3-cyano-azetidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 
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4-Cyano-4-{3-cyclohexyl-2-[(4-me%l-piperazm^ 
piperidine-l-carboxylic acid ethyl ester; 

Morpholine-4-carboxylic acid [ 1 -(3-cyano- 1 -propyl-pyrrolidin-3-ylcarbamoyl)-3 ,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [l-(3-cyano-l-propyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(/ra/25-4-methyl-cyclohexyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid {143-cyano-l-(cw-4-methyl-cyclohexyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

A44-Cyano-tetrahydro-pyran-4-ylcarba^ 

Morpholine-4-carboxylic acid [l-(3-cyano-l-cyclopentyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [ 1 -(3-cyano- 1 -isobutyl-piperidin-3-ylcarbamoy l)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [l-(3-cyano-l-cyclopentyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(m-4-methyl-cyclohexyl)-pyrrolidin-3- 
y lcarbamoy l]-3 ,3-dimethy 1-butyl } -amide; 

Morpholine-4-carboxylic acid [l-(3-cyano-pyrrolidin-3-y lcarbamoy l)-2-cyclohexyl- 
ethyl]-amide; 

Morpholine-4-carboxylic acid { 1 -[3-cyano- l-(/ra/i5-4-methyl-cyclohexyl)-pyrrolidin-3- 
ylcarbamoy l]-3 ,3 -dimethyl-butyl } -amide; 

Morpholine-4-carboxy lie acid ( 1 - { 3 -cyano- 1 -[ 1 -(toluene-4-sulfony 1)- li/-indol-3 - 
ylmethyl]-pyrrolidin-3-ylcarbamoyl}-2-cyclohexyl-ethyl)-amide; 

Morpholine-4-carboxylic acid [l-(3-cyano-l-cyclohexyl-pyrrolidin-3-ylcarbamoyl)-2-(4- 
iodo-phenyl)-ethyl]-amide; 

Morpholine-4-carboxy lie acid [ 1 -(3 -cyano- 1 -cyclohexy l-pyrrolidin-3 -y lcarbamoy l)-2-p- 
tolyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [(3-cyano- 1 -cyclohexyl-pyrrolidin-3-ylcarbamoyl)- 
cyclohexyl-methyl]-amide; 
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Moipholine-4-carboxylic acid [l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2- 
naphthalen-2-yl-ethyl]-amide; 

Morpholine-4-carboxylic acid [1 -(1 -benzyl-3-cyano-pyrrolidin-3-yIcarbamoyl)-2-(4- 
chloro-phenyl)-ethyl]-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(2-methyl-2-phenyl-propyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(indan-2-ylmethyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid {143-cyano4^5-methyl4hiophen-2-ylmethyl)-pyrrolidin- 

3- ylcarbamoyl]-2-cyclohexyl-e%l}-amide; 

1 -Benzyl-3-cyano-3- {3-cyclohexyl-2-[(morpholine-4-carbonyl)-amino]- 
propionylamino}-pyrrolidine-2-carboxylic acid methyl ester; 

N-[ 1 .( l-Benzyl-3-cyano-pyrrolidin-3^^ 

[l-(l-Benzyl-3-cyano-pyrrolidi^^ 
benzyl ester; 

Morpholine-4-carboxylic acid [l<l-benzyl-3-cyano-pyn^olidin-3-ylcarbamoyl)-3-methyl- 
but-3-enyl]-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(3-methoxy-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(naphthalen-2-ylmethyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Cyclohexanecarboxy lie acid [ 1 -( 1 -benzy 1-3 -cyano-pyirolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxyiic acid [l-(3-cyano-l-cyclopentylmethyl-pyrrolidin-3- 
ylcarbamoyl)-2-cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid {l-[4-cyano-l-(l-methyl-piperidine-4-carbonyl)-piperidin- 

4- ylcarbamoyl]-2-cyclohexyl-e%l}-amide; 

Morpholine-4-carboxylic acid { l.[4-cyano-l-(pyridine-4-carbonyl)-piperidin-4- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 
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Morpholine-4-carboxylic acid [ 1 -( 1 -benzyl-3-cyano-2-hydroxymethyl-pyrrolidin-3- 
ylcarbamoyl)-3,3-dimethyl-butyl]-amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-cyclohexylmethyl-pyrrolidin-3- 
ylcarbamoyl)-3-methyl-butyl]-amide; 

4-Chloro-^-[1^4-cyano-l-propyl-piperidin-4-ylcarbamoyl)0,3-dimethyl-butyl]- 
benzamide; 

Pyrazine-2-carboxylic acid [l-(4-cyano-l-propyl-piperidin-4-ylcarbamoyl)-3,3-dimethyl- 
butyl]-amide; 

4,4-dimethyl-2-(2-thiophen-2-yl-acetylamino)-pentanoic acid (4-cyano- 1 -propyl- 
piperidin-4-yl)-amide; 

Morpholine-4-carboxylic acid [ 1 -( 1 -benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3-methyl- 
butyl]-amide; 

iV-(4-Cyano-l-methyl-piperidin-4-yl)-3-cyclohexyl-2-[(morpholine-4-carbotbioyl)- 
amino]-propionamide; 

Morpholine-4-carboxylic acid [ 1 -(4-cyano- 1 -cyclohexyl-piperidin-4-ylcarbamoy l)-3 ,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid { 1 -[4-cyano- l-(tetrahydro-pyran-4-yl)-piperidin-4- 
ylcarbamoyl]-3,3-dimethyl-butyl}-amide;. 

Morpholine-4-carboxylic acid [2-(4-chloro-phenyl)-l -(4-cyano- l-propyl-piperidin-4- 
ylcarbamoyl)-ethyl]-amide; 

Morpholine-4-carboxylic acid [1 -(4-cyano- 1 -propyl-piperidin-4-ylcarbamoyl)-2-(3,4- 
dichloro-phenyl)-ethyl]-amide; 

Morpholine-4-carboxylic acid [ 1 -(4-cyano- l-propyl-piperidin-4-ylcarbamoyl)-2- 
naphthalen-2-yl-ethyl]-amide; 

Morpholine-4-carboxylic acid [1 -(4-cyano- l-propyl-piperidin-4-ylcarbamoyl)-3-methyl- 
butyl]-amide; 

Morpholine-4-carboxylic acid [ 1 -(4-cyano- 1 ,2-dimethyl-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Naphthalene-2-carboxylic acid [ 1 -( 1 -benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3- 
methyl-butyl]-amide; 
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and the pharmaceutically acceptable derivatives thereof. 

The following are preferred compounds of the formulas (I) and (II) of the invention: 

Morpholine-4-carboxylicacid[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

4-Acetylamino-^-[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
benzamide; 

4-Acetylaimno-iv"-[l-(4-cyan(>-l^ 
benzamide; 

Morpholine-4-carboxylic acid [ l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylicacid[l-(l-benzyl-4-cyano-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylicacid[l-(4-cyano-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
amide hydrochloride; 

Morpholine^-carboxylicacid{144-cyano-l<l-memyl-ethyl)-piperidin-4-ylcarbamoyl]- 
2-cyclohexyl-ethyl} -amide; 

Morpholine-4-carboxylic acid [l-(4-cyano-l-phenethyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-benzyl-pyrrolidin-3-ylcarbamoyl]-2- 
cyclohexyl-ethyl} -amide; 

Morpholine-4-carboxylicacid[l-(4-cyano-l-propyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [l-(4-cyano-l-isopropyl-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [l-(l-phenethyl-4-cyano-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylicacid[l-(l-n-propyl-4-cyano-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylicacid[l-(l-benzyl-4-cyano-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 
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4-Acetylamino-7V-[l^l-benzyM-cyano-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
benzamide; 

4- Acetylamino-iV^[l-(4-cyano-l-isopropyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
benzamide; 

Morpholine-4-carboxylicacid[l-(l-benzyl-3-cyano-piperidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

JV_[ 1 -(4-cyano-l -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-benzamide; 

4<Acetylamino-me%l)-^-[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-benzamide; 

jV-[l -(4-cyano- l-me%l-piperidin-4-ylcarbamo^ 

Pyrazine-2-carboxylic acid [ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

5- Chloro-thiophene-2-carboxylic acid [1 -(4-cyano- l-methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

4-Chloro-iV-[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
benzamide; 

//.[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-3-phenoxy- 
benzamide; 

N-[l -( 1 -Benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2-cyclohexyl-ethyl-ethyl]- 
isonicotinamide; 

Pyrazine-2-carboxylic acid [ 1 -( 1 -benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(cyclohexyl-methyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid [l-(3-cyano- l-benzyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

^-[l-(l-BenzylO-cyano-pyrrolidin-3-ylcarbamoyl)-3,3-dimethyl-butyl]-benzamide; 

Pyrazine-2-carboxylicacid[l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 
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Morpholine-4-carboxylic acid {l-[3-cyano-l-(l-methyl-ethyl)-pym)Udin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

iV-[l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3,3-dimethyl-butyl]-4- 
5 methanesulfonylamino-benzamide; 

AT.[l.(l-BenzyW-cyano-pyiroMnO-ylcarbamoyl)-2^ 
methanesulfonylamino-benzamide; 

10 tf-[H4-cyano-l-me^ 

W -(4-cyano4-memyl-pipe^^^^^ 
benzamide; 

15 A/-[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-3,3-dimethyl-butyl]-4- 
methanesulfonylamino-benzamide; 

Moipholine^aiboxyUca^ 
cyclohexyl-ethyl]-amide; 

20 Morpholine-4-carboxylic acid [l-(3-cyano-l-ethyl-pyrrolidin-3-ylcarbamoyl)-2. 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [l-(3-cyano-l-methyl-pyrrolidin-3-ylcaibamoyl)-2- 
25 cyclohexyl-ethyl]-amide; 

MorphoUne-4-carboxylic acid {l-[3-cyano-l-(3-methyl-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

30 Morpholine-4-carboxylic acid { l.[3-cyano-l-(2-methyl-pent-2-enyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholme^-caiboxyHca^ 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Pyrrolidine-l-carboxylic acid [l.(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [l-(3-cyano-l-cyclohexylmethyl-pyrrolidin-3- 
40 ylcarbamoyl)-3,3-dimethyl-butyl]-amide; 

Morpholine^-carbox^ 
cyclohexyl-ethyl]-amide; 

45 Morpholine-4-carboxylic acid [l-(3-cyano.l-isopropyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 
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Morpholine-4-carboxylicacid[l-(3-cyano-l-isobutyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylicacid{l-[3-cyano-l-(l-ethyl-propyl)-pyrrolidin-3-ylcarbamoyl]- 
2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(l-ethyl-propyl)-pynolidin-3-ylcaTbamoyl]- 
3,3-dimethyl-butyl} -amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-phenethyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [ l-(3-cyano- 1 -cyclopropylmethyl-pyrrolidin-3- 
ylcarbamoyl)-2-cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-methyl-piperidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylicacid[l-(l-benzyl-3-cyano-azetidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxyUcacid[l-(3-cyano-l-propyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-propyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Moq)holine-4-carboxylicacid{l-[3-cyano-l-(fra/i5-4-methyl-cyclohexyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-cyclopentyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-isobutyl-piperidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-cyclopentyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [1 -(3-cyano-pyrrolidin-3-ylcarbamoyl)-2-cyclohexyl- 
ethyl]-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(/ra/J5-4-methyl-cyclohexyl)-pyrrolidin-3- 
ylcarbamoyl]-3,3-dimethyl-butyl}-amide; 
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Morpholine-4-carboxylic acid [l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2- 
naphthalen-2-yl-ethyl]-amide; 

MorphoIine-4-carboxylic acid [ 1 -( 1 -benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2-(4- 
chloro-phenyl)-ethyl]-amide; 

Morpholine-4-carboxylic acid { 1 -[3-cyano- 1 -(5-methyl-tbiophen-2-ylmethyl)-pyrrolidin- 

3- ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylicacid[l-(l-ben2yl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3-methyl- 
but-3-enyl]-amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-cyclopentylmethyl-pyrrolidin-3- 
ylcarbamoyl)-2-cyclohexyl-ethyl]-amide; 

Moipholine-4-carboxylic acid [ 1 -(3-cyano- l-cyclohexylmethyl-pyrrolidin-3- 
ylcarbamoyl)-3-methyl-butyl]-amide; 

4- Chloro-JV-[l -(4-cyano- 1 -propyl-piperidin-4-ylcarbamoyl)-3 ,3-dimethyl-butyl]- 
benzamide; 

Pyrazine-2-carboxylic acid [l-(4-cyano-l-propyl-piperidin-4-ylcarbamoyl)-3,3-dimethyl- 
butyl]-amide; 

4,4-dimethyl-2-(2-thiophen-2-yl-acetylamino)-pentanoicacid(4-cyano-l-propyl- 
piperidin-4-yl)-amide; 

Morpholine-4-carboxylic acid [ l-( l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3-methyl- 
butyl]-amide; 

Morpholine-4-carboxylicacid[l-(4-cyano-l-cyclohexyl-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [2-(4-chloro-phenyl)- 1 -(4-cyano- 1 -propyl-piperidin-4- 
ylcarbamoyl)-ethyl]-amide; 

Morpholme-4-carboxylicacid[l-(4-cyano-l-propyl-piperidin-4-ylcarbamoyl)-2-(3,4- 
dichloro-phenyl)-ethyl]-amide; 

Moipholine-4-carboxylic acid [ l-(4-cyano-l -propyl-piperidin-4-ylcarbamoyl)-2- 
naphthalen-2-yl-ethyl]-amide; 

Morpholine-4-carboxylic acid [1 -(4-cyano- 1-propy l-piperidin-4-ylcarbamoyl)-3-methyl- 
butyl]-amide; 
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Morpholine-4-carboxylicacid[l-(4-cyano-l,2-dimethyl-piperidin-4-ylcarbamoyl)-3,3- 
dimethy 1-butyl] -amide; 

and the pharmaceutically acceptable derivatives thereof. 

The activity of particular compounds disclosed herein against cathepsin K may be 
determined without undue experimentation by one of ordinary skill in the art in view of 
the art, the guidance provided throughout this specification and by the screens described 
in the section entitled "Assessment of Biological Properties." 

The following subgeneric aspect of the compounds of the formula (II) have Cathepsin K 
activity: 

The compound according to the third embodiment above of formula (II) 
and wherein: 

Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
oxetanyl or tetrahydrothiopyranyl each ring being optionally substituted with one or more 

Rs; 

R, is a bond, Cl-4 alkyl, Cl-4 alkoxy, cyclopropyl, cyclohexyl, phenoxy, naphthyloxy, 
phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, pyridazinyl, indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl or amino; wherein Rj is optionally substituted by one or 
more R,; 

Ra is methyl, ethyl, propyl, i-propyl, cyclopropyl, cyclohexyl, phenyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thienyl, 
imidazolyl, methoxy, ethoxy, acetyl, acetoxy, phenoxy, naphthyloxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, phenoxycarbonyl, naphthyloxycarbonyl, 
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benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by methyl, ethyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 

or Ra is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ethylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl, phenyl, naphthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
CI -2 alkylcarbamoyloxy, phenylcarbamoyloxy, naphthylcarbamoyloxy, CI -2 
alkylsulfonylamino, phenylsulfonylamino, naphthylsulfonylamino, CI -2 
alkylaminosulfonyl, phenylaminosulfonyl, naphthylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl, 
phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or 
piperazinyl, 

or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rb; 

Rb is methyl, ethyl, cyclopropyl, cyclohexyl, phenyl, methoxy, ethoxy, 
phenoxy, benzyloxy, fluoro, chloro, bromo, hydroxy, oxo, carboxy, cyano, 
nitro or carboxamide; 



R2 is hydrogen or methyl; 



R 3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl, cyclohexyl, benzyl or naphthylmethyl wherein R 3 is optionally substituted by 
one or more Rc; 



Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, naphthyl, 
bicyclo[3.1.0]hexanyl, bicydo[l.l.l]pentanyl, cubanyl, furanyl, 
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tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyrimidinyl, methoxy, 
ethoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, phenoxycarbonyl, acetoxy, 
benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by methyl or phenyl, 

or R« is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl or phenyl, 

or R« is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 
phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl or phenyl, 
or Rc is chloro, fluoro, hydroxy, oxo, carboxy or cyano; 

R 2 and R 3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
tetrahydrofuranyl, pyrrolidinyl, piperidinyl, piperazinyl, morpholinyl or 
tetrahydrothiophenyl; 

R4 is hydrogen; 

R 5 is a bond, hydrogen, carbonyl, Cl-5 alkyl, Cl-5alkoxyCl-5alkyl, Cl-5alkylaminoCl- 
5alkyl, Cl-5alkylthioCl-5alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-5 alkoxy, phenoxy, naphthyloxy, cyclopropyl, cyclopentyl, cyclohexyl, 
phenyl, benzyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
tetrahydropyranyl, pyridinyl, and pyrimidinyl, heterocyclyloxy wherein the heterocyclyl 
moiety is selected from those herein described in this paragraph, acetyl, benzoyl, 
acetyloxy, benzyloxy, methoxycarbonyl, ethoxycarbonyl, benzyloxycarbonyl, 
benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 
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or R 5 is acetylamino, benzoylamino, phenylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by methyl, ethyl or phenyl, 

or R 5 is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, phenylsulfonylamino, phenylaminosulfonyl, 
amino wherein the nitrogen atom may be independently mono or di-substituted by 
methyl, ethyl or phenyl, 

or R 5 is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R 5 may be further 
optionally substituted by one or more R«; 



Re is methyl ethyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, cyclohexyl, 
phenyl, naphthyl, indanyl, piperidinyl, morpholinyl, indolyl, thienyl, pyridinyl, 
methoxy, ethoxy, acetyl, benzoyl, acetyloxy, phenoxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, ethyl or phenyl, 
or R. is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio methylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by methyl, ethyl or phenyl, 
or R« is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, 
phenylsulfonylamino, methylaminosulfonyl, phenylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl 
or phenyl, 

or Re is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R« may be further 
optionally substituted by one or more R^ 

Rf is methyl, phenyl, tolylsulfonyl, phenoxy, benzyloxy, fluoro, chloro or 
oxo. 
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Another embodiment of the compounds of the formula (H) having Cathepsin K activity 
are those described immediately above and wherein: 

Ri is a bond, methyl, ethyl, n-propyl, i-propyl, methoxy, ethoxy, benzyloxy, cyclopropyl, 
cyclohexyl, phenoxy, naphthyloxy, phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, indolyl, quinolinyl, 
benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; 
wherein Ri is optionally substituted by one or more Ra; 

Ra is methyl, cyclopropyl, phenyl, halogen, hydroxy, oxo, carboxy, cyano, nitro or 
carboxamide; 

R 3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl, benzyl or naphthylmethyl wherein R 3 is optionally substituted by one or more 
Rci 

Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, furanyl, tetrahydropyranyl, 
thienyl, oxazolyl, thiazolyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl or phenyl, 

or Rc is acetylamino, benzoylamino, methylthio, methoxycarbonylamino, 
methylcarbamoyloxy, methylsulfonylamino, methylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by 
methyl, 

or Rc is fluoro or oxo; 

R 2 and R 3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
tetrahydrofuranyl, pyrrolidinyl or piperidinyl; 
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R 5 is methyl, ethyl, n-propyl, n-butyl, n-pentyl, 2-pentyl, 3-pentyl, phenethyl, phenpropyl, 
2,2-dimethylpropyl, t-butyl, i-propyl, i-butyl, cyclopropyl, cyclopentyl, cyclohexyl, 
cyclopropylmethyl, cyclopentylmethyl, cyclohexylmethyl, phenyl, benzyl, 2- 
methylbenzyl, 3-methylbenzyl, 4-methylbenzyl, 2,6-dimethylbenzyl, 2,5-dimethylbenzyl, 
2,4-dimethylbenzyl, 2,3-dimethylbenzyl, 3,4-dimethylbenzyl, 3,5-dimethylbenzyl, 2,4,6-' 
trimethylbenzyl, 2-methoxybenzyl, 3-methoxybenzyl, 4-methoxybenzyI, 2- 
phenoxybenzyl, 3-phenoxybenzyl, 4-phenoxybenzyl, 2-benzyloxybenzyl,3- 
benzyloxybenzyl, 4-benzyloxybenzyl, 2-fluorobenzyl, 3-fluorobenzyl, 4-fluorobenzyl, 
2,6-difluorobenzyl, 2,5-difluorobenzyl, 2,4-difluorobenzyl, 2,3-difluorobenzyl, 3,4- 
difluorobenzyl, 3,5-difluorobenzyl, 2,4,6-triflurobenzyl, 2-trifluoromethylbenzyl,' 3- 
trifluoromethylbenzyl, 4-trifluoromethylbenzyl, naphthylmethyl, indanylmethyl, ' 
pyridinylmethyl, indolylmethyl, thienylmethyl, 5-methylthienylmethyl, piperidinyl, 
piperidinylcarbonyl, pyridinylcarbonyl, tetrahydropyranyl, pyrimidinyl, acetyl, benzoyl, 
ethoxycarbonyl, benzyloxycarbonyl, t-butoxycarbonyl, methylcarbamoyl, 
phenylcarbamoyl, benzylcarbamoyl, methylsulfonylamino, phenylsulfonylamino, 
methylamino, dimethylamino, fluoro, oxo or carboxy. 

Yet another embodiment of the compounds of the formula (II) having Cathepsin K 
activity are those described immediately above and wherein: 

R, is methoxy, benzyloxy, cyclohexyl, phenoxy, naphthyloxy, phenyl, benzyl, naphthyl, 
pyrrolidine, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, quinolinyl! 
benzomranyl,benzmienyl,benzimidazolyI,benztm^^ ^o; ' 

wherein Rj is optionally substituted by one or more R a ; 

Ra is methyl, phenyl, fluoro, chloro, hydroxy, oxo, carboxy or carboxamide; 

R 3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl or benzyl wherein R, is optionally substituted by one or more R,; 
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R,. is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, furanyl, tetrahydropyranyl, 
thienyl, oxazolyl, thiazolyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
acetylamino, methylthio, methylsulfonylamino or fluoro; 

R 2 and R 3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl or 
tetrahydrofuranyl; 

R 5 is methyl, ethyl, n-propyl, n-butyl, phenethyl, phenpropyl, t-butyl, i-propyl, i-butyl, 
cyclopropyl, cyclohexyl, cyclopropylmethyl, cyclohexylmethyl, phenyl, benzyl, 2- 
methoxybenzyl, 3-methoxybenzyl, 4-methoxybenzyl 4-fluorobenzyl, 3,5-difluorobenzyl, 
4-trifluoromethylbenzyl, naphthylmethyl, pyridinylmethyl, indolylmethyl, thienylmethyl, 
acetyl, benzoyl, ethoxycarbonyl, benzyloxycarbonyl, t-butoxycarbonyl, phenylcarbamoyl, 
phenylsulfonylamino or fluoro. 

Yet still another embodiment of the compounds of the formula (II) having Cathepsin K 
activity are those described immediately above and wherein: 

Het is pyrrolidinyl, piperidinyl or tetrahydropyranyl; 

R, is benzyloxy, phenoxy, naphthyloxy, phenyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, pyridinyl, indolyl, quinolinyl, benzofuranyl, 
benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or phenylamino; 

R 3 is n-propyl, i-butyl, propenyl, i-butenyl or 2,2-dimethylpropyl; 

R 2 and R 3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, or cycloheptyl; 



66 



WO 01/19816 _ 

-T/USOO/23584 



R 5 is methyl, ethyl, n-propyl, phenethyl, t-butyl, i-propyl, i-butyl, cyclohexyl 
cyclohexylmethyl, benzyl, 4-fluorobenzyl, naphthylmethyl, acetyl, benzoyl or 
benzyloxycarbonyl. 

5 Representative compounds possessing CAT K activity are the following: 

[l-(l-BenzyM-cyano-piperidin^ylcarbamoyl)-3-me^^ 

ester; 3 



10 



^y^-^^^yl^^y^^^,^ ^ ^ 

15 

(HNBe^W-cyano-py^Udta-S-ylcaAamoylHyolobexyll-^bamic acid benzyl ester, 
2yit^r liC ^ 

20 

^SSSSt^ aCi " [K ^ , ^ 1 -P i P-^arban,oy,,0- m e ai y l - 
^^>-^-pyr r omn- 3 -y^U m y !) . 3 .n^yU^ l} ^^ acid bm2y , 

40 "j^Sf 31 * Mid tH^be^H^py™^.^^.^. 
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In a third broad generic aspect of the invention, there are provided novel compounds of 
the formulas (la) and (lb): 



R 4 X lHet^-R 5 

wherein: 
Hetis 

azepanyl, piperidinyl, pyrrolidinyl, azetidinyl, oxepanyl, tetrahydropyranyl, 
tetrahydrothiopyranyl, tetrahydrofuranyl, oxetanyl, azocanyl, oxocanyl, 1,3-diazocanyl, 
1,4-diazocanyl, 1,5-diazocanyl, 1,3-dioxocanyl, 1,4-dioxocanyl, 1,5-dioxocanyl, 1,3- 
oxazocanyl, 1,4-oxazocanyl, 1,5-oxazocanyl, 1,3-diazepanyl, 1,4-diazepanyl, 1,3- 
dioxepanyl, 1,4-dioxepanyl, 1,3-oxazepanyl, 1 ,4-oxazepanyl, l,2-thiazocanyl-l,l- 
dioxide, l^^-thiadiazocanyl-l.l-dioxide, l,2-thiazepanyl-l,l-dioxide, 1,2,7- 
thiadiazepanyl-l.l-dioxide, tetrahydrothiophenyl, hexahydropyrimidinyl, 
hexahydropyridazinyl, piperazinyl, 1,4,5,6-tetrahydropyrimidinyl, pyrazolidinyl, dihydro- 
oxazolyl, dihydrothiazolyl, dihydroimidazolyl, isoxazolinyl, oxazolidinyl, 1,2- 
thiazinanyl- 1 , 1 -dioxide, 1 ,2,6-thiadiazinanyl- 1 , 1 -dioxide, isothiazolidinyl- 1 , 1-dioxide, 
imidazolidinyl-2,4-dione, imidazolidinyl, morpholinyl, dioxanyl, tetrahydropyridinyl, 
thiomorpholinyl, thiazolidinyl, dihydropyranyl, dithianyl, decahydro-quinolinyl, 
decahydro-isoquinolinyl, 1,2,3,4-tetrahydro-quinolinyl, indolinyl, octahydro-quinolizinyl, 
dihydro-indolizinyl, octahydro-indolizinyl, octahydro-indolyl, decahydroquinazolinyl, 
decahydroquinoxalinyl, 1 ,2,3,4-tetrahydroquinazolinyl or 1,2,3,4-tetrahydroquinoxalinyl; 

A C6-C10 bridged bicyclo wherein one or more carbon atoms are optionally replaced by 
a heteroatom chosen from N, O andS; 
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each being optionally substituted with one or more R 5 ; 

Ri is a bond, hydrogen, Cl-10 alkyl, Cl-10 alkoxy, aryloxy, C3-8 cycloalkyl, C3-8 
cycloalkyloxy, aryl, benzyl, tetrahydronaphthyl, indenyl, indanyl, Cl-lOalkylsulfonylCl- 
lOalkyl, C3-8cycloalkylsulfonylCl-10alkyl, arylsulfonylCl-lOalkyl, heterocyclyl 
selected from azepanyl, azocanyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, tetrahydropyranyl, 
tetrahydrothiopyranyl, thiopyranyl, furanyl, tetrahydrofuranyl, thienyl, pyrrolyl, oxazolyl, 
isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, 
tetrazolyl, pyrazolyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
benzisoxazolyl, quinolinyl, tetrahydroquinolinyl, isoquinolinyl, tetrahydroisoquinolinyl, 
quinazolinyl, tetrahydroquinazolinyl, benzoxazolyl and quinoxalinyl, heterocyclyloxy 
wherein the heterocyclyl moiety is selected from those herein described in this paragraph, 
hydroxy or amino; wherein Ri is optionally substituted by one or more R,; 

R, is a bond, Cl-10 alkyl, C3-8 cycloalkyl, aryl, tetrahydronaphthyl, indenyl, 
indanyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, benzoxazolyl, benzisoxazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-10 alkoxy, Cl-lOalkanoyl, Cl- 
lOalkanoyloxy, aryloxy, benzyloxy, Cl-10 alkoxycarbonyl, aryloxycarbonyl, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 
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or Ra is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or R« is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-10 alkylsulfonylamino, 
arylsulfonylamino, Cl-10 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-10 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rt,; 
with the proviso that Ri and R« simultaneously cannot be a bond; 

Rb is a CI -6 saturated or unsaturated branched or unbranched carbon chain 
optionally partially or fully halogenated wherein one or more carbon 
atoms are optionally replaced by O, N, S(0), S(0) 2 or S and wherein said 
chain is optionally independently substituted with 1-2 oxo groups, -NH 2 , 
or one or more Cl-4 alkyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl; 
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or Rb is C3-6 cycloalkyl, aryl, aryloxy, benzyloxy, halogen, hydroxy, oxo, 
carboxy, cyano, nitro, mono-Cl-5alkylamino, di-Cl-5alkylamino, 
carboxamide, amidino or guanidino; 

R 2 is hydrogen or CI -3 alkyl; 

R 3 is a bond, hydrogen, Cl-10 alkyl, C2-10alkylene, C3-8 cycloalkyl, arylCl-5alkyl or 
aryl wherein R3 is optionally substituted by one or more Ro; 

Rc is Cl-10 alkyl, C3-8 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4. 1 .0]heptanyl, bicyclo[3 . 1 .0]hexanyl, 
bicyclo[ 1.1.1 ]pentanyl, cubanyl, 1 ,2,3 ,4-tetrahydronaphthyl, decahydronaphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, 
furanyl, tetrahydrofuranyl, pyranyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, dihydrobenzofuranyl, 
octohydrobenzofiiranyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, tetrahydroquinolinyl, quinolinyl, tetrahydroisoquinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-10 alkoxy, aryloxy, Cl-10 alkanoyl, 
aroyl, Cl-10 alkoxycarbonyl, aryloxycarbonyl, Cl-10 alkanoyloxy, aroyloxy, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Rc is C 1- 1 0 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
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oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl,.benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Rc is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-10 alkylsulfonylamino, 
arylsulfonylamino, Cl-10 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-10 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be further optionally substituted by one or more R<j; 

is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylC 1-5 alkyl, Cl-5 alkoxy, 

aryloxy, arylCl-5alkoxy, aroyl, amino, halogen, hydroxy, oxo, carboxy, 

cyano, nitro, amidino or guanidino; 

R 2 and R 3 together with the carbon they are attached optionally form a nonaromatic 5-7 
membered cycloalkyl or heterocyclic ring; 



each R4 is independently hydrogen, hydroxy or CI -3 alkyl; 



R 5 is a bond, hydrogen, carbonyl, Cl-10 alkyl, Cl-lOalkoxyCl-lOalkyl, Cl- 
lOalkylaminoCl-lOalkyl, Cl-lOalkylthioCl-lOalkyl wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, Cl-10 alkoxy, aryloxy, C3-8 cycloalkyl, aryl, benzyl, 
tetrahydronaphthyl, indenyl, indanyl, C3-7cycloalkylsulfonylCl-5alkyl, arylsulfonylCl- 
5alkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, tetrahydropyranyl, thiopyranyl,. 
tetrahydrothiopyranyl, furanyl, tetrahydrofuranyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridizinyl, tetrazolyl, triazolyl, 
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pyrazolyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
tetrahydroquinolinyl, isoquinolinyl, tetrahydroisoquinolinyl, quinazolinyl, 
tetrahydroquinazolinyl, benzoxazolyl and quinoxalinyl, heterocyclyloxy wherein the 
heterocyclyl moiety is selected from those herein described in this paragraph, Cl- 
lOalkanoyl, aroyl, Cl-lOalkanoyloxy, benzyloxy, Cl-lOalkoxycarbonyl, arylCl- 
5alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom may 
be independently mono or di-substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl or quinoxalinyl, 

or R 5 is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to 
a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or R 5 is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-10 alkylsulfonylamino, arylsulfonylamino, Cl-10 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl or quinoxalinyl, 

or R s is halogen, hydroxy, oxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R 5 may be further optionally substituted by one or more R-; 

is Cl-10 alkyl, Cl-lOalkoxyCl-lOalkyl, Cl-lOalkylaminoCl-lOalkyl, Cl- 
lOalkylthioCl-lOalkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
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sulfone, Cl-10 alkoxy, C3-8 cycloalkyl, aryl, tetrahydronaphthyl, indenyl, 
indanyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, thiopyranyl, tetrahydrothiopyranyl, pyranyl, tetrahydropyranyl, 
tetrahydrofuranyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl, benzisoxazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyi, C 1-1 Oalkanoyl, aroyl, Cl- 
lOalkanoyloxy, aryloxy, benzyloxy, Cl-10 alkoxycarbonyl, arylCl- 
3alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by Cl-10 alkyl, aryl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, 
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyi, 

or R* is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyi, 
or R« is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-10 alkylsulfonylamino, 
arylsulfonylamino, Cl-10 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-10 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
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benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or IU is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Re may be further optionally substituted by one or more Rf, 

R f is Cl-5 alkyl, C3-6 cycloalkyl, tolylsulfonyl, Cl-5 alkoxy, aryl, 
aryloxy, benzyloxy, halogen, hydroxy, oxo, carboxy, cyano, nitro, 
carboxamide, amidino or guanidino; 



R* is 

hydrogen, hydroxy, nitrile or 

a CI -6 saturated or unsaturated branched or unbranched carbon chain optionally partially 
or fully halogenated wherein one or more C atoms are optionally replaced by O, NH, 
S(O), S(0) 2 or S and wherein said chain is optionally independently substituted with 1-2 
oxo groups, -NH 2 , one or more C M alkyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl, benzoxazolyl or quinoxalinyl; 

wherein Ri and R<> in the formulas (la) or (lb) optionally form a 4 to 8 membered mono- 
or 7-12 membered polycyclo heteroring system, each aromatic or nonaromatic, wherein 
each heteroring is optionally substituted by one or more R 7 ; 



each R 7 and R« are independently: 

Cl-5 alkyl chain optionally interrupted by one or two N, O or S(0) m and optionally 
substituted by 1-2 oxo, amino, hydroxy, halogen, Cl-4alkyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, 
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thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, benzoxazolyl or quinoxalinyl, 

aryl, aryloxy, aroyl, furanyl, thienyl, pyrrolyl, imidazolyl, pyridinyl, pyrimidinyl, CI -5 

alkanoyl, CI -5 alkoxycarbonyl, aryloxycarbonyl, benzyloxycarbonyl, 

Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio, arylthio Cl-5 alkylsulfonylamino, 

arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyl, C3-6 cycloalkyl and 

benzyloxy 

each of the aforementioned are optionally halogenated, 
halogen, hydroxy, oxo, carboxy, nitrite, nitro or NH 2 C(0)-; 

m is 0, 1 or 2; 

X is =0, =S or =N-R« wherein Re is as defined above, and 
pharmaceutical^ acceptable derivatives thereof. 

In another embodiment of the invention, there are provided novel compounds of the 
formula (la) and formula (lb) as described immediately above, and wherein: 

Het is piperidinyl, pyrrolidinyl, tetrahydropyranyl, tetrahydrothiopyranyl, azetidinyl, 
azepanyl, oxepanyl, tetrahydrofuranyl, oxetanyl, hexahydropyrimidinyl, 
hexahydropryidazinyl, piperazinyl, 1,4,5,6-tetrahydropyrimidinyl, octahydro-indolizinyl, 
octahydro-quinolizinyl, decahydro-quinolinyl, 1,2,3,4-tetrahydro-quinolinyl, dihydro- 
oxazotyl, 1,2-thiazinanyl- 1,1 -dioxide, 1,2,6-thiadiazinanyl- 1,1 -dioxide, isothiazolidinyl- 
1 , 1 -dioxide, imidazolidinyl, pyrazolidinyl or a bridged bicyclo chosen from aza- 
bicyclo[3.2.1]octane, aza-bicyclo[2.2.1]heptane, aza-bicyclo[2.2.2]octane, aza- 
bicyclo[3.2.2]nonane, aza-bicyclo[2.1.1]hexane, aza-bicyclo[3.1.1]heptane, aza- 
bicyclo[3.3.2]decane and 2-oxa or 2-thia-5-aza-bicyclo[2.2. l]heptane; 
each ring being substituted with one or more R5; 
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R, is a bond, hydrogen, Cl-7 alkyl, Cl-7 alkoxy, C3-7 cycloalkyl. aryloxy, phenyl, 
benzyl, naphthyl, tetrahydronaphthyl, Cl-7alkylsulfonylCl-7alkyl, C3- 
7cycloalkylsulfonylCl-7alkyl, arylsulfonylCl-7alkyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, 
thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, isoxazolyl, pyrimidinyl, 
pyrazinyl, pyridazinyl, indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, 
benzthiazolyl, benzoisoxazolyl, benzoxazolyl or amino; wherein R, is optionally 
substituted by one or more Ra; 

is a bond Cl-7 alkyl, C3-6 cycloalkyl, phenyl, naphthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-7 alkoxy, Cl-7alkanoyl, 
Cl-7alkanoyloxy, aryloxy, benzyloxy, Cl-7 alkoxycarbonyl, aryloxycarbonyl, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, 
triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl or quinoxalinyl, 

or R, is Cl-7 alkanoylamino, aroylamino, Cl-7 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 
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or Ra is Cl-7 alkoxycarbonylamino, aryloxycarbonylamino, Cl-7 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-7 alkylsulfonylamino, 
arylsulfonylamino, Cl-7 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-7 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more R*; 

Rb is Cl-5 alkyl, C3-6 cycloalkyl, aryl, Cl-5 alkoxy, aryloxy, benzyloxy, 
halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino; 

R 2 is hydrogen or methyl or ethyl; 

R 3 is a bond, hydrogen, Cl-5 alkyl. C2-5alkylene, C3-7 cycloalkyl, arylCl-3alkyl or aryl 
wherein R 3 is optionally substituted by one or more RcJ 

Rc is Cl-5 alkyl, C3-7 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4. 1 .0]heptanyl, bicyclo[3 . 1 .0]hexanyl, 
bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4-tetrahydronaphthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, 
tetrahydrofuranyl, pyranyl, tetrahydropyranyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-5 alkoxy, aryloxy, Cl-5 
alkanoyl, aroyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, Cl-5 alkanoyloxy, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by C 1-5 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
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thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Rc is CI -5 alkanoylamino, aroylamino, CI -5 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by CI -5 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Rc is CI -5 alkoxycarbonylamino, aryloxycarbonylamino, CI -5 
alkylcarbamoyloxy, arylcarbamoyloxy, CI -5 alkylsulfonylamino, 
arylsulfonylamino, CI -5 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by CI -5 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, R* 
may be further optionally substituted by one or more R<j; 

R<i is Cl-5 alkyl, C3-6 cycloalkyl, aryl, aryiCl-4 

alkyl, Cl-5 alkoxy, aryloxy, arylCl-5alkoxy, aroyl, halogen, hydroxy, oxo 
or cyano; 

R4 is hydrogen or methyl; 



79 



WO 01/19816 




PCT/US00/23584 



R 5 is a bond, hydrogen, carbonyl, Cl-8 alkyl, Cl-8alkoxyCl-8alkyl, Cl-8alkylaminoCl- 
8alkyl, Cl-8alkylthioCl-8alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-8 alkoxy,, aryloxy, C3-7 cycloalkyl, aryl, benzyl, tetrahydronaphthyl, 
indanyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, tetrahydropyranyl, thiopyranyl, 
tetrahydrothiopyranyl, furanyl, tetrahydrofuranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, tetrazolyl, triazolyl, pyrazolyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl, 
benzoxazolyl and quinoxalinyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-7alkanoyl, aroyl, Cl- 
7alkanoyloxy, benzyloxy, Cl-7 alkoxycarbonyl, arylCl-4alkoxycarbonyl, 
aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom may be independently 
mono or di-substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or R 5 is Cl-7 alkanoylamino, aroylamino, Cl-7 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or R 5 is Cl-7 alkoxycarbonylamino, aryloxycarbonylamino, Cl-7 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-7 alkylsulfonylamino, arylsulfonylamino, Cl-7 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
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or R5 is halogen, hydroxy, oxy, oxo, carboxy, cyano, nitro or carboxamide, R5 may be 
further optionally substituted by one or more R«; 

Re is Cl-7 alkyl, Cl-7alkoxyCl-7alkyl, Cl-7alkylaminoCl-7alkyl, Cl- 
7alkylthioCl-7alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-7 alkoxy, C3-7 cycloalkyl, aryl, tetrahydronaphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morphoUnyl, thiomorpholinyl, piperazinyl, thiopyranyl, 
tetrahydrothiopyranyl, tetrahydropyranyl, tetrahydrofuranyl, furanyl, thienyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-5 alkanoyl, aroyl, Cl- 
5alkanoyloxy, aryloxy, benzyloxy, Cl-5 alkoxycarbonyl, aryloxycarbonyl, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or R« is Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Re is Cl-5 alkoxycarbonylamino, aryloxycarbonylamino, Cl-5 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-5 alkylsulfonylamino, 
arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl, 
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aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomoipholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofliranyl, benzothienyl, benzimidazoiyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Re may be further optionally substituted by one or more Rf, 

R f is methyl, ethyl, t-butyl, tolylsulfonyl, Cl-3 alkoxy, cyclopropyl, cyclohexyl, phenyl, 
naphthyl, phenoxy, benzyloxy, fluoro, chloro, bromo, hydroxy, oxo, carboxy, cyano, 
nitro or carboxamide; 

R$is 

hydrogen, hydroxy, nitrile or 

a CI -6 saturated or unsaturated branched or unbranched carbon chain optionally partially 
or fully halogenated wherein one or more C atoms are optionally replaced by O, NH, 
S(O), S(0) 2 or S and wherein said chain is optionally independently substituted with 1-2 
oxo groups, -NH 2 , one or more Cl-4alkyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofliranyl, benzothienyl, benzimidazoiyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl, benzoxazolyl or quinoxalinyl; 

R, and R> of the formula (la) or formula (lb) form a monocyclic 5, 6 or 7 membered 
aromatic or nonaromatic heterocyclic ring optionally substituted by R 7 ; 

or a bicyclic ring having one 5, 6 or 7 membered aromatic or nonaromatic 
heterocyclic ring fused to a second 5-7 membered aromatic or nonaromatic heterocyclic 
or carbocyclic ring wherein each ring is optionally independently substituted by one or 
more R7; 
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R 7 and Rg are independently Cl-5 alkyl, C3-6 cycloalkyl, aryl, Cl-5 alkoxy, aryloxy, 
benzyloxy each of the aforementioned are optionally halogenated or R x is halogen, 
hydroxy, oxo, carboxy, nitrile, nitro or NH 2 C(0)-; 

m is 0, 1 or 2 and 

XisOorS. 

In yet another embodiment of the invention, there are provided novel compounds of the 
formulas (la) and (lb) as described immediately above, and wherein: 

Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
tetrahydrothiopyranyl, tetrahydrofuranyl, oxetanyl, octahydro-indolizinyl, octahydro- 
quinolizinyl or aza-bicyclo[3.2. ljoctanyl, each ring being optionally substituted with one 
or more Rs; 

R, is a bond, Cl-5 alkyl, Cl-5 alkoxy, C3-6 cycloalkyl, aryloxy, phenyl, benzyl, 
naphthyl,Cl-3alkylsulfonylCl-3alkyl, C3-6cycloalkylsulfonylCl-3alkyl, 
arylsulfonylC 1 -3alkyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, isoxazolyl, 
pyrimidinyl, pyrazinyl, pyridazinyl, indolyl, quinolinyl, benzofuranyl, benzthienyl, 
benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; wherein Ri is optionally 
substituted by one or more R»; 

R, is a bond, Cl-3 alkyl, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, Cl-3 alkoxy, Cl-3alkanoyl, Cl-3alkanoyloxy, 
aryloxy, benzyloxy, Cl-3 alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-3 
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alkyl, aryl, pyirolidinyl, piperidinyl, morpholinyl, thiomotpholinyl, piperazinyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or 
benzthiazolyl, 

or Ra is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-3 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 
orRa is Cl-3 alkoxycarbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-3 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R, may be further optionally substituted by one or more Rb; 

Rb is Cl-3 alkyl, C3-6 cycloalkyl, aryl, Cl-3 alkoxy, aryloxy, benzyloxy, 
halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino; 

R 2 is hydrogen or methyl; 

R 3 is a bond, hydrogen, Cl-5 alkyl, C2-5alkylene, C4-6 cycloalkyl or arylCl-2alkyl 
wherein R3 is optionally substituted by one or more R«; 

Rc is CI -4 alkyl, C5-6 cycloalkyl, phenyl, naphthyl, indanyl, 
bicyclo[2.2. l]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4. 1 .0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
indolinyl, furanyl, tetrahydrofuranyl, pyranyl, tetrahydropyranyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
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indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, CI -4 alkoxy, phenoxy, naphthyloxy, 
Cl-3 alkanoyl, benzoyl, Cl-3 alkoxycarbonyl, phenoxycarbonyl, Cl-3 
alkanoyloxy, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by CI -5 alkyl or aryl, 
or Rc is Cl-3 alkanoylamino, benzoylamino, Cl-3 alkylthio wherein the sulfiir 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by CI -5 alkyl or aryl, 
or Rc is Cl-3 alkoxy carbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, aryiaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by CI -5 alkyl or 
aryl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be further optionally substituted by one or more R<i; 

Rd is Cl-3 alkyl, C3-6 cycloalkyl, phenyl, benzyl, Cl-3 alkoxy, phenoxy, 
phenylCl-3alkoxy, benzoyl, halogen, hydroxy, oxo or cyano; 

R4 is hydrogen; 

R 5 is a bond, hydrogen, carbonyl, CI -6 alkyl, Cl-6alkoxyCl-6alkyl, Cl-6alkylaminoCl- 
6alkyl, Cl-6alkylthioCl-6alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-6 alkoxy, , phenoxy, naphthyloxy, C3-6 cycloalkyl, phenyl, naphthyl, benzyl, 
indanyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, tetrahydropyranyl, tetrahydrothiopyranyl, furanyl, 
tetrahydrofuranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl and benzoxazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-3alkanoyl, benzoyl, naphthoyl, 
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CMalkanoyloxy, benzyloxy, Cl-4 alkoxycarbonyl, arylCl-2alkoxycarbonyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is Cl-4 alkanoylamino, aroylamino, Cl-4 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-3 alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, 
piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl or benzthiazolyl, 

or R5 is Cl-4 alkoxycarbonylamino, phenoxycarbonylamino, Cl-4 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-4 alkylsulfonylamino, phenylsulfonylamino, Cl-3 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-4 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, fiiranyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R 5 is halogen, hydroxy, oxo, carboxy, cyano, nitro or carboxamide, R 5 may be further 
optionally substituted by one or more Re; 

Re is Cl-4 alkyl, Cl-4 alkoxy, C3-7 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
tetrahydrothiopyranyl, tetrahydropyranyl, tetrahydrofuranyl, thienyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, 
Cl-4 alkanoyl, aroyl, Cl-4alkanoyloxy, phenoxy, naphthyloxy, benzyloxy, Cl-4 
alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by Cl-3 alkyl, phenyl, 
naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
fiiranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl, or benzthiazolyl, 
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or Re is CI -4 alkanoylamino, benzoylamino, CI -4 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by CI -3 alkyl, phenyl, naphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or 
benzthiazolyl, 

or Re is CI -4 alkoxycarbonylamino, phenoxycarbonylamino, CI -4 
alkylcarbamoyloxy, phenylcarbamoyloxy, CI -4 alkylsulfonylamino, 
phenylsulfonylamino, Cl-4 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by CI -3 
alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 

or Re is halogen, hydroxy, oxo, carboxy, cyano, nitro or carboxamide, Re may be 
further optionally substituted by one or more Rf; 

R f is methyl, ethyl, t-butyl, tolylsulfonyl, methoxy, cyclopropyl, phenyl, 
phenoxy, benzyloxy, fluoro, chloro, bromo, hydroxy, oxo, carboxy or 
carboxamide. 

Ri and R<s of the formula (la) or Formula (lb) optionally form a monocyclic 5 or 6 
membered aromatic or nonaromatic heterocyclic ring optionally substituted by R 7 ; 

or a bicyclic ring having one 5, 6 or 7 membered aromatic or nonaromatic 
heterocyclic ring fused to a second 5-6 membered aromatic or nonaromatic heterocyclic 
or carbocyclic ring wherein each ring is optionally independently substituted by one or 
moreR?; 

R 7 and Rg are independently Cl-4 alkyl, C5-6 cycloalkyl, Cl-4 alkoxy, halogen, hydroxy, 
oxo, carboxy, nitrile, nitro or NH 2 C(0)-; 



87 



WO 01/19816 




PCT/US00/23584 



and 
Xis O. 

In yet still another embodiment of the invention, there are provided novel compounds of 
the formulas (la) and (lb) as described immediately above, and wherein: 

Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
oxetanyl or tetrahydrothiopyranyl each ring being optionally substituted with one or more 

Rs; 

R, is a bond, Cl-5 alkyl, Cl-5 alkoxy, C3-6 cycloalkyl, aryloxy, phenyl, benzyl, 
naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, 
indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, 
benzoxazolyl or amino; wherein Ri is optionally substituted by one or more R*; 

R, is a bond, CI -3 alkyl, cyclopropyl, cyclohexyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, Cl-3 
alkoxy, Cl-3alkanoyl, Cl-3alkanoyloxy, aryloxy, benzyloxy, Cl-3 
alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or R, is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-3 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkoxycarbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein . 
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the nitrogen atom may be independently mono or di-substituted by CI -3 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rj>; 

R b is methyl, ethyl, n-propyl, i-propyl, cyclopropyl, cyclopentyl, 
cyclohexyl, phenyl, methoxy, ethoxy, n-propoxy, i-propoxy, phenoxy, 
benzyloxy, fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, 
nitro or carboxamide; 

R2 is hydrogen; 

R3 is a bond, CI -3 alkyl, C2-4alkylene, C5-6 cycloalkyl, benzyl or naphthylmethyl 
wherein R 3 is optionally substituted by one or more Rc; 

Rc is CI -3 alkyl, C5-6 cycloalkyl, phenyl, naphthyl, indanyl, 
bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4.L0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, furanyl, tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyrimidinyl, indolyl, benzofuranyl, benzothienyl, benzthiazolyl, CI -3 
alkoxy, phenoxy, naphthyloxy, CI -2 alkanoyl, benzoyl, CI -2 alkoxycarbonyl, 
phenoxycarbonyl, Cl-2aikanoyloxy, benzoyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by CI -3 alkyl or aryl, 
or Rc is CI -2 alkanoylamino, benzoylamino, CI -2 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by CI -3 alkyl or aryl, 
or Rc is CI -2 alkoxycarbonylamino, phenoxycarbonylamino, CI -2 
alkylcarbamoyloxy, arylcarbamoyloxy, CI -2 alkylsulfonylamino, 
phenylsulfonylamino, Cl-2aIkyIaminosulfonyl, phenylaminosulfonyl, amino 
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wherein the nitrogen atom may be independently mono or di-substituted by CI -3 
alkyl or phenyl, 

or Rc is halogen, hydroxy, oxo, carboxy or cyano, R« may be further optionally 
substituted by one or more R<i; 

R<i is methyl, cyclopropyl, cyclohexyl, phenyl, benzyl, methoxy, phenoxy, 
benzyloxy, benzoyl, fluoro, chloro, oxo or cyano; 

R 5 is a bond, hydrogen, carbonyl, Cl-5 alkyl, Cl-5alkoxyCl-5alkyl, Cl-5alkylaminoCl- 
5alkyl, Cl-5alkylthioCl-5alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-5 alkoxy, phenoxy, C3-6 cycloalkyl, phenyl, naphthyl, benzyl, indanyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, tetrahydropyranyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl and benzthiazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-3alkanoyl, benzoyl, naphthoyl, 
Cl-3alkanoyloxy, benzyloxy, Cl-3 alkoxycarbonyl, benzyloxycarbonyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized to 
a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzofuranyl, benzothienyl, 
benzimidazolyl or benzthiazolyl, 

or R 5 is Cl-3 alkoxycarbonylamino, phenoxycarbonylamino, Cl-3 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-3 alkylsulfonylamino, phenylsulfonylamino, Cl-3 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 
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or R5 is halogen, hydroxy, oxo, carboxy, cyano or carboxamide, R5 may be further 
optionally substituted by one or more Re; 

Re is CI -3 alkyl, CI -3 alkoxy, C3-7 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, tetrahydropyranyl, indolyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, CI -3 alkanoyl, aroyl, Cl-3alkanoyloxy, phenoxy, 
benzyloxy, CI -3 alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by CI -3 
alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R« is CI -3 alkanoylamino, benzoylamino, CI -3 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by CI -3 alkyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or Re is CI -3 alkoxycarbonylamino, phenoxycarbonylamino, Cl-3 
alkylcarbamoyloxy, phenylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
phenylsulfonylamino, Cl-3 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or 
benzthiazolyl, 

or Re is halogen, hydroxy, oxo, carboxy, cyano or carboxamide, Re may be further 

optionally substituted by one or more Rf; 

and 

Rf is methyl, phenyl, tolylsulfonyl, methoxy, phenoxy, benzyloxy, fluoro, chloro, bromo, 
hydroxy, oxo, carboxy or carboxamide; 
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Ri and R* of the formula (la) or Formula (lb) form a bicyclic ring having one 5 or 
6 membered aromatic or nonaromatic heterocyclic ring fused to a second 
5-6 membered heteroaryl, heterocycle or phenyl ring; 
wherein each ring is optionally independently substituted by one or two R?. 



In yet a further embodiment of the invention, there are provided novel compounds of the 
formulas (la) and (lb) as described immediately above, and wherein: 

Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl or tetrahydropyranyl each ring being 
substituted with one or more R5; 

R, is a bond, methyl, ethyl, i-propyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, 
cyclohexyl, phenoxy, phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl 
or amino; wherein R\ is optionally substituted by one or more Raj 

Ra is a bond, methyl, ethyl, cyclopropyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, methoxy, acetyl, 
acetoxy, phenoxy, benzyloxy, methoxycarbonyl, phenoxycarbonyl, benzoyloxy, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or Ra is acetylamino, benzoylamino, methylthio, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by methyl, ethyl or phenyl, 
or R a is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 
phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl or phenyl, 
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or Ra is fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, nitro or 
carboxamide, R* may be further optionally substituted by one or more Rb; 

Rb is methyl, cyclopropyl, phenyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, hydroxy, oxo, carboxy or carboxamide; 

R 3 is a bond, Cl-3 alkyl, C2-4alkylene, C5-6 cycloalkyl, benzyl or naphthylmethyl 
wherein R 3 is optionally substituted by one or more R^ 

Rc is methyl, ethyl, n-propyl, i-propyl, C5-6 cycloalkyl, indanyl, 
bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, bicycio[4.1.0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicydo[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, thienyl, oxazolyl, thiazolyl, indolyl, benzofuranyl, 
benzothienyl, benzthiazolyl, methoxy, ethoxy, phenoxy, acetyl, benzoyl, 
methoxycarbonyl, phenoxycarbonyl, acetoxy, benzoyloxy, carbamoyl wherein the 
nitrogen atom may be independently mono or di-substituted by methyl, ethyl or 
aryl, 

or Rc is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl or aryl, 

or Rc is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 
phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl, ethyl or phenyl, 
or Rc is fluoro, chloro or oxo, R« may be further optionally substituted by one or 
more Rdj 

R<i is methyl, cyclopropyl, phenyl, methoxy, fluoro, chloro or oxo; 
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R 5 is a bond, hydrogen, carbonyl, Cl-4 alkyl, Cl-4alkoxyCl-4alkyl, Cl-4alkylaminoCl- 
4alkyl, Cl-4alkylthioCl-4alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-4 alkoxy,phenoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, 
benzyl, indanyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
piperazinyl, tetrahydropyranyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl and benzthiazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-2alkanoyl, benzoyl, naphthoyl, 
Cl-2alkanoyloxy, benzyloxy, Cl-2 alkoxycarbonyl, benzyloxycarbonyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is Cl-2 alkanoylamino, benzoylamino, Cl-2 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R 5 is Cl-2 alkoxycarbonylamino, phenoxycarbonylamino, Cl-2 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-2 alkylsulfonylamino, phenylsulfonylaminb, Cl-2 , 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is fluoro, chloro, bromo, hydroxy, oxo, carboxy or carboxamide, R s may be further 
optionally substituted by one or more 

is Cl-3 alkyl, Cl-2 alkoxy, C3-6 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, tetrahydropyranyl, indolyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, Cl-2 alkanoyl, aroyl, Cl-2alkanoyloxy, phenoxy, 
benzyloxy, Cl-2 alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by CI -2 
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5 



-A Ptay,. pym.lidiny,. pi „, moipho|iny|) p 

thazolyl, .midazolyl, pyri din y i or pynmidmyi, * ' 

or R. is CM al k a»„ yla mino, ben20yIlmjno _ <.„ ^ 

a on, may be oxidized ,„ a suboxide or sulfone , ph^ wherem ^ 

a on, may be oxidized <„ asulfoxi de „ rsuIfone , ^ ^ 

— ma y be independently subattaed by C.-2 alkyt phenyl, pym)Bdmyl 

orR. is Cl-2 alkoxyearbonylamino, phenoxyc^nytamino, ci-2 
a kylcarbamoyloxy, phenyiearbamoyloxy, Cl-2 alky IsuJfooytamtao 

^^l.n^yupy™^,,^ ' 

««. is flnoro, chioro, bromo , hydroxy, oxo, carboxy or carbide, «. m ay be 
fintter ophonally sobstitnted by one or more Rj 

cm! "Tf phenyl ' mahoxy - 

chloro, hydroxy, oxo, carboxy or carboxamide and 



R,andR,of t hefonn u .a W orFormn I a W f„ ra , a b te y C , icringhavillgone56 
n-embere, aromade or nonaromedc he ( erocyche ring msed to a pheny, 1 8 

whe.meachnngisopdonaUymdependendysnbsHmWbyoneor^oR, 
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Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl, azetidin-3-yl, azepan-3-yl, azepan-4- 
yl or tetrahydropyran-4-yl, each ring being optionally substituted with one or more R 5 ; 

Ri is a bond, methyl, ethyl, i-propyl, methoxy, cyclopropyl, cyclohexyl, phenoxy, phenyl, 
benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl or amino; wherein Ri is 
optionally substituted by one or more R,; 

R, is methyl, phenyl, thienyl, methoxy, acetyl, acetoxy, phenoxy, benzyloxy, 
methoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl or phenyl, 
or R, is acetylamino, methylthio, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl or phenyl, 

or Ra is methoxycarbonylamino, methylcarbamoyloxy, phenylcarbamoyloxy, 
methylsulfonylamino, phenylsulfonylamino, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl or phenyl, 
or R, is fluoro, chloro, hydroxy, oxo, carboxy, cyano or carboxamide; 

R 3 is a bond, methyl, ethyl, n-propyl, propenyl, butenyl, i-butenyl, cyclohexyl, benzyl or 
naphthylmethyl wherein R 3 is optionally substituted by one or more Rc; 

Rs is methyl, ethyl, n-propyl, i-propyl, cyclohexyl, cyclopentyl, indanyl, 
bicyclo[2.2. l]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4. 1 .0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
phenoxycarbonyl, acetoxy, benzoyloxy, methylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, fluoro, chloro or oxo; 
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Rs is a bond, hydrogen, carbonyl, CM alkyl, Cl-2aUcoxyCl-2alkyl, Cl-2alkylaminoCl- 
2alkyl, Cl-2alkylthioCl-2alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-2 alkoxy, phenoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, benzyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, tetrahydropyranyl, ' 
pyridinyl, and pyrimidinyl, heterocyclyloxy wherein the heterocyclyl moiety is selected 
from those herein described in this paragraph, acetyl, benzoyl, acetyloxy, benzyloxy 
methoxycarbonyl, ethoxycarbonyl, benzyloxycarbonyl, benzoyloxy, carbamoyl wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl or 
phenyl, 

or R 5 is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by methyl, ethyl or phenyl, 

or R 5 is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, ethyl or phenyl, 
or R 5 is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R 5 may be further 
optionally substituted by one or more R.; 

R= is methyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, 
naphthyl, indanyl, piperidinyl, morpholinyl, indolyl, thienyl, pyridinyl, acetyl, 
benzoyl, acetyloxy, phenoxy, benzyloxy, methoxycarbonyl, ethoxycarbonyl, ' 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or R, is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl or phenyl, 

or R, is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, 



97 



WO 01/19816 




PCT/US00/23584 



phenylsulfonylamino, methylaminosulfonyl, phenylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl 
or phenyl, 

or Re is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, Re may be further 

optionally substituted by one or more Rf, 

and 

R f is methyl, phenyl, tolylsulfonyl, phenoxy, benzyloxy, fluoro, chloro or 
oxo; 



Ri and R< of the formula (la) or Formula (lb) form the bicyclic ring 




; wherein W is -S(0)„-, -O-C(O)- or -N-C(0)-, n is 0, 1 or 2 and wherein 
each ring is optionally independently substituted by one or two R 7 . 



In a further embodiment of the invention, there are provided novel compounds of the 
formulas (la) and (lb) as described immediately above, and wherein: 

Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl, azetidin-3-yl or tetrahydropyran-4- 
yl, each ring being substituted with one or more R5; 

R, is i-propyl, benzyloxy, cyclohexyl, phenyl, 4-(acetylamino)-phenyl, 4- 
(methanesulfonylamino)-phenyl, 4-methoxyphenyl, 3-phenoxyphenyl, 4-chlorophenyl, < 
fluorophenyl, 2-fluorophenyl, 2-fluoro-4-chlorophenyl, naphthyl, thienylmethyl, 
piperidinyl, morpholinyl, pyrrolidinyl, piperazinyl, furanyl, thienyl, 5-chlorothienyl, 
pyridin-4-yl, pyrazinyl, methylamino, ethylamino, dimethylamino or diethylamino; 



98 



WO 01/19816 _ 

™" * :T/US00/23584 



Rs is ethyl, n-propy,,propenyl, butenyl, i-butenyl, benzyl or naphthylmcthyl wherein R 
optionally substituted by one or more R^; «nyl wherem R 3 

is methyl, cyclohexyl, cyclopentyl, indanyl, 1,2,3,4-tetrahydronaphthyl 
sulfone,fluoroorchloro; 
Rs is a bond, earbony,, memy,, ethyl , „. propyl> „. b p 

firtieropbonallysubslitutedbyoneormoreR.; 



IS 



15 



20 



R. « m«hy.. cyclopropyi, C ye lopMtvl , cyclohexy ,_ ^ 
mreny methoxy , phenoxy> 

."dependent* mono „ r di-subaieuted by methyl, phenyl „r benzyl 
or R, ,s hydroxy, fluoro, chloro, oxo, dimethylamino or triflnoromethyl; 



and 



nis 2. 



« In anote embodiment of me invention, mere are provided nove. eompoonds „ to 
formmaa „ and (lb, aa deaeribed for me btoades. generie aapec, above and wherein: 

Ri and R« remain acyclic, 
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Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
oxetanyl or tetrahydrothiopyranyl each ring being optionally substituted with one or more 
Rs; 

R, is a bond, Cl-5 alkyl, Cl-5 alkoxy, C3-6 cycloalkyl, aryloxy, phenyl, benzyl, 
naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, 
indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, 
benzoxazolyl or amino; wherein Ri is optionally substituted by one or more Ra; 

Ra is a bond, Cl-3 alkyl, cyclopropyl, cyclohexyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, Cl-3 
alkoxy, Cl-3alkanoyl, Cl-3alkanoyloxy, aryloxy, benzyloxy, Cl-3 
alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-3 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkoxycarbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-3 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rt,; 

Rb is methyl, ethyl, n-propyl, i-propyl, cyclopropyl, cyclopentyl, 
cyclohexyl, phenyl, methoxy, ethoxy, n-propoxy, i-propoxy, phenoxy, 
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***** cHon> , bromo , iodo> 

mtro or carboxamide; Y ' y °' 



R2 is hydrogen; 



y DyI ' CI - 2a,ka noyloxy, benzoyloxy, carbamoyl wherein the 

====== ~r^= 

««. - CM alkoxycarbonytofeo, pta**^^ ' C1 . 2 
aMc^noybxy, ^ Mltamoyloxy , C1 . 2 alkyta.fon^ 

^:tr no ' ci " Mky,a— 
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R4 is hydrogen; 

R 5 is a bond, hydrogen, carbonyl, Cl-5 alkyl, Cl-5alkoxyCl-5alkyl, Cl-5alkylaminoCl- 
5alkyl, Cl-5alkylthioCl-5alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-5 alkoxy, phenoxy, C3-6 cycloalkyl, phenyl, naphthyl, benzyl, indanyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, tetrahydropyranyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl and benzthiazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-3alkanoyl, benzoyl, naphthoyl, 
Cl-3alkanoyloxy, benzyloxy, CI -3 alkoxycarbonyl, benzyloxycarbonyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by CI -3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is CI -3 alkanoylamino, aroylamino, CI -3 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized to 
a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by CI -3 alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzofuranyl, benzothienyl, 
benzimidazolyl or benzthiazolyl, 

or R s is CI -3 alkoxycarbonylamino, phenoxycarbonylamino, CI -3 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-3 alkylsulfonylamino, phenylsulfonylamino, Cl-3 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 

or R 5 is halogen, hydroxy, oxo, carboxy, cyano or carboxamide, R 5 may be further 
optionally substituted by one or more R«; 

Re is Cl-3 alkyl, Cl-3 alkoxy, C3-7 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, tetrahydropyranyl, indolyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 



102 



WO 01/19816 _ 

^ I7US00/23584 



b«k»M b—w, CM alkanoyl , ^ cl . 3alkanoyloxyi 

benzyloxy, Cl-3 alkoxyearbony., phenoxyearbonyl, b^oy.oxy, eartamoy, 
wherein the nitrogen atom may be iadependenfly mono or 
alkyl, pbeay!, pyrrolidine, piperfd^,, moipllolinyl| 
tbtazolyt, ,midazo.y>, pyndiny,, pyTinlidinyl , ben2imida20 , yI „ 

0F S CW ■""»»*■*■* beosoylamino, Cl-3 alkynhio wherein .he sulfur 
atom may be oxidized ,o , sulfoxide or sulfone, phenyl wherein the S u.fur 
atom may be oxidized .oasulfoxide or sulfone, i^ido wherein e,Uer nitrogen 
atom may be independent* substituted by Cl-3 aUy!, pheny,, pyIrolidinyl 
P.pendiny,, morpholiny,, pip era2inyl , oxazo , y ,, ^ J 
pynmidinyl, benzimidazolyl or benzthiazolyl, 
or Re is Cl-3 alkoxycarbonylamino, phenoxycarbonylamino, Cl-3 
alkylearbamoyloxy, phenylcarbamoyloxy, Cl-3 allrylsulfonyian,;,,,, 
Phenybmfonylamino, Cl-3 alkyUminosdfonyl, phenyfaminosulfony., amino 
wherem the nitrogen atom may be independently mono or di-subsdtuted by Cl-3 
alkyl, phenyl, napnthyl, pyrroiidinyl, piperidiny,, mo^fej,,, pipera2m , 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimMi-rt ben2imi<laz( , lyl „, ' 
benzthiazolyl, 

or Re is ba.ogen, hydroxy, oxo, earboxy, eyano or earboxamide, Re may be further 
optionally substituted by one or more R 6 
R, is methy,, phenyl, melhoxyi ^ 

hydroxy, oxo, earboxy or earboxamide; 
Rfiis 

hydroxy, nitrile or 

a CM saturated or unsaved branehed or unbranched earton ehain op.iona.Iy partiaHy 

S0O ); and wherein said ehain is optionaUy independendy substihrted with ,-2 oxo groups 
-NH.oneormore CMa^tpy™,^^^^,. ny|> " ' 

Piperaziny,, ,„d„,i„y,, pyranyl , ^ ^ • 

isoxazoiy,, thiazo^ imidaady,, pyridiny,, pyrinudiny,, pyreziny,, fadoIyli ^ 
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benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl, 

benzoxazolyl or quinoxalinyl; 

and 

XisO. 

In another embodiment of the invention, there are provided novel compounds of the 
formula (la) and (lb) as described immediately above, and wherein: 

Ri is a bond, methyl, ethyl, i-propyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, 
cyclohexyl, phenoxy, phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl 
or amino; wherein Ri is optionally substituted by one or more R„; 

R, is a bond, methyl, ethyl, cyclopropyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, methoxy, acetyl, 
acetoxy, phenoxy, benzyloxy, methoxycarbonyl, phenoxycarbonyl, benzoyloxy, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or Ra is acetylamino, benzoylamino, methylthio, phenylthio wherein the sulfur 

atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 

atom may be independently substituted by methyl, ethyl or phenyl, 

or Ra is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 

phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 

methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 

may be independently mono or di-substituted by methyl or phenyl, 

or Ra is fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, nitro or 

carboxamide, R« may be further optionally substituted by one or more R*,; 
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R„ is methyl, cyclopropyl, phenyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, hydroxy, oxo, carboxy or carboxamide; 

R3 is a bond, CM alkyl, C2-4alkylene, C5-6 cycloalkyl, benzyl or naphthylmethy, 

wherein R 3 is optionally substituted by one or more R«; 

Rc is methyl, ethyl, n-propyl, i-propyl, C5-6 cycloalkyl, indanyl, 
bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyI, bicyclo[4.1.0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, thienyl, oxazolyl, thiazolyl, indolyl, benzofuranyl, 
benzothienyl, benzthiazolyl, methoxy, ethoxy, phenoxy, acetyl, benzoyl, 
methoxycarbonyl, phenoxycarbonyl, acetoxy, benzoyloxy, carbamoyl wherein the 
nitrogen atom may be independently mono or di-substituted by methyl, ethyl or 
aryl, 

or Rc is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl or aryl, 

or R, is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 
phenylcarbamoyloxy, memylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl, ethyl or phenyl, 
or R, is fluoro, chloro or oxo, Rc may be further optionally substituted by one or 
more R^; 



Rd is methyl, cyclopropyl, phenyl, methoxy, fluoro, chloro 



or oxo; 



Rs is a bond, hydrogen, carbonyl, Cl-4 alkyl, Cl-4alkoxyCl-4alkyl, CMalkylaminoCl- 
4alkyl, Cl-4alkylthioCl-4alkyl wherein the sulfur atom may be oxidized to a sulfoxide o, 
sulfone, Cl-4 alkoxy,phenoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl 
benzyl, indanyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl 
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piperazinyl, tetrahydropyranyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl and benzthiazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-2alkanoyl, benzoyl, naphthoyl, 
Cl-2alkanoyloxy, benzyloxy, Cl-2 alkoxycarbonyl, benzyloxycarbonyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is Cl-2 alkanoylamino, benzoylamino, Cl-2 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R 5 is Cl-2 alkoxycarbonylamino, phenoxycarbonylamino, Cl-2 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-2 alkylsulfonylamino, phenylsulfonylamino, Cl-2 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is fluoro, chloro, bromo, hydroxy, oxo, carboxy or carboxamide, R 5 may be further 
optionally substituted by one or more R«; 

Rc is Cl-3 alkyl, Cl-2 alkoxy, C3-6 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, tetrahydropyranyl, indolyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, Cl-2 alkanoyl, aroyl, Cl-2alkanoyloxy, phenoxy, 
benzyloxy, Cl-2 alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-2 
alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 

or R- is Cl-2 alkanoylamino, benzoylamino, Cl-2 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
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atom may be independently substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or 
pyrimidinyl, 

or 1^ is Cl-2 alkoxycarbonylamino, phenoxycarbonylamino, Cl-2 
alkylcarbamoyloxy, phenylcarbamoyloxy, Cl-2 alkylsulfonylamino, 
phenylsulfonylamino, Cl-2 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-2 
alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or Re is fluoro, chloro, bromo, hydroxy, oxo, carboxy or carboxamide, R« may be 
further optionally substituted by one or more R f ; 

Rr is methyl, phenyl, tolylsulfonyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, hydroxy, oxo, carboxy or carboxamide and 



R«is 
nitrile or 



a Cl-5 saturated or unsaturated branched or unbranched carbon chain optionally partially 
or fully halogenated wherein one or more C atoms are optionally replaced by O, NH, or 
S(0) 2 and wherein said chain is optionally independently substituted with oxo, -NH 2 , 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, pyridinyl, pyrimidinyl or 
pyrazinyl. 



In yet another embodiment of the invention, there are provided novel compounds of the 
formula (la) or formula (lb) as described immediately above, and wherein: 

Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl, azetidin-3-yl, azepan-3-yl, azepan-4- 
yl or tetrahydropyran-4-yl, each ring being optionally substituted with one or more R 5 ; 
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Ri is a bond, methyl, ethyl, i-propyl, methoxy, cyclopropyl, cyclohexyl, phenoxy, phenyl, 
benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl or amino; wherein Ri is 
optionally substituted by one or more R*; 

Ra is methyl, phenyl, thienyl, methoxy, acetyl, acetoxy, phenoxy, benzyloxy, 
methoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl or phenyl, 
or Ra is acetylamino, methylthio, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl or phenyl, 

or Ra is methoxycarbonylamino, methylcarbamoyloxy, phenylcarbamoyloxy, 
methyisulfonylamino, phenylsulfonylamino, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl or phenyl, 
or Ra is fluoro, chloro, hydroxy, oxo, carboxy, cyano or carboxamide; 

R 3 is a bond, methyl, ethyl, n-propyl, propenyl, butenyl, i-butenyl, cyclohexyl, benzyl or 
naphthylmethyl wherein R 3 is optionally substituted by one or more Rc; 

R< is methyl, ethyl, n-propyl, i-propyl, cyclohexyl, cyclopentyl, indanyl, 
bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicycio[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
phenoxycarbonyl, acetoxy, benzoyloxy, methylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, fluoro, chloro or oxo; 

and 

wherein the configuration at the stereocenter defined by R 2 and R 3 when they are 
different and the carbon they are attached to is defined as L; and 
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Rs is a bond, hydrogen, carbonyl, CM alkyl, Cl-2alkoxyCl-2alkyl, Cl-2alkylaminoCl- 
2alkyl, Cl-2alkylthioCl-2alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-2 alkoxy, phenoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, benzyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, tetrahydropyranyl, ' 
pyridinyl, and pyrimidinyl, heterocyclyloxy wherein the heterocyclyl moiety is selected 
from those herein described in this paragraph, acetyl, benzoyl, acetyloxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, benzyloxycarbonyl, benzoyloxy, carbamoyl wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl or 
phenyl, 

or R 5 is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by methyl, ethyl or phenyl, 

or R s is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, ethyl or phenyl, 
or Rj is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R 5 may be further 
optionally substituted by one or more R-; 

Re is methyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, 
naphthyl, indanyl, piperidinyl, morpholinyl, indolyl, thienyl, pyridinyl, acetyl, 
benzoyl, acetyloxy, phenoxy, benzyloxy, methoxycarbonyl, ethoxycarbonyl, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or Re is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl or phenyl, 

or Re is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, 
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phenylsulfonylamino, methylaminosulfonyl, phenylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl 
or phenyl, 

or Rc is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R« may be further 
optionally substituted by one or more Rf; 

R f is methyl, phenyl, tolylsulfonyl, phenoxy, benzyloxy, fluoro, chloro or 

oxo; 

R*is 
nitrile or 

a CI -5 saturated or unsaturated branched or unbranched carbon chain optionally partially 
or fully halogenated wherein one or more C atoms are optionally replaced by O, NH, or 
S(0) 2 and wherein said chain is optionally independently substituted with oxo, -NH 2 , 
morpholinyl or piperazinyl. 

In yet still another embodiment of the invention, there are provided novel compounds of 
the formulas (la) and (lb) as described immediately above, and wherein: 

Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl, azetidin-3-yl or tetrahydropyran-4- 
yl, each ring being substituted with one or more R5; 

Ri is i-propyl, benzyloxy, cyclohexyl, phenyl, 4-(acetylamino)-phenyl, 4- 
(methanesulfonylamino)-phenyl, 4-methoxyphenyl, 3-phenoxyphenyl, 4-chlorophenyl, 4- 
fluorophenyl, 2-fluorophenyl, 2-fluoro-4-chlorophenyl, naphthyl, thienylmethyl, 
piperidinyl, morpholinyl, pyrrolidinyl, piperazinyl, furanyl, thienyl, 5-chlorothienyl, 
pyridin-4-yl, pyrazinyl, methylamino, ethylamino, dimethylamino or diethylamino; 

R 3 is ethyl, n-propyl,propenyl, butenyl, i-butenyl, benzyl or naphthylmethyl wherein R 3 is 
optionally substituted by one or more R<; 



110 



WO 01/19816 




T/US00/23584 



Rc is methyl, cyclohexyl, cyclopentyl, indanyl, 1,2,3,4-tetrahydronaphthyl, 
methoxy, methylthio wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, fluoro or chloro; 

R 5 is a bond, carbonyl, methyl, ethyl, n-propyl, n-butyl, t-butyl, i-propyl, i-butyl, 
cyclopropyl, cyclopentyl, cyclohexyl, phenyl, benzyl, piperidinyl, tetrahydropyranyl, 
pyrimidinyl, acetyl, benzoyl, ethoxycarbonyl, benzyloxycarbonyl, methylsulfonylamino, 
phenylsulfonylamino, methylamino, dimethylamino, fluoro, oxo or carboxy, R 5 may be 
further optionally substituted by one or more R«; 

Rc is methyl, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, indanyl, 
thienyl, 5-methylthienyl, methoxy, phenoxy, benzyloxy, piperidinyl, pyridinyl, 
indolyl, l-(tolyl-sulfonyl)-indolyl, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, phenyl or benzyl, 
or R« is hydroxy, fluoro, chloro, oxo, dimethylamino or trifluoromethyl; 

and 

Ro is acetyl, Cl-3alkylaminocarbonyl or Cl-3alkoxycarbonyl. 



In yet a further embodiment of the invention, there are provided novel compounds of the 
formulas (la) and (lb) as described immediately above, and wherein: 

Het is piperidin-4-yl or pyrrolidin-3-yl; 

Ri is morpholin-4-yl, p-fluorophenyl or p-methoxyphenyl; 

Rs is methyl, propyl, n-pentyl or cyclohexyl 
and 

R« is acetyl, ethylaminocarbonyl or ethoxycarbonyl. 
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The activity of particular compounds disclosed herein against cathepsin K may be 
determined without undue experimentation by one of ordinary skill in the art in view of 
the art, the guidance provided throughout this specification and by the screens described 
in the section entitled "Assessment of Biological Properties." 

The following subgeneric aspect of the compounds of the formulas (la) and (lb) is 
postulated to possess Cathepsin K activity: 

The broadest embodiment of the formula (la) and (lb) as described hereinabove and 
wherein 

Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
oxetanyl or tetrahydrothiopyranyl each ring being optionally substituted with one or more 

R 5 ; 

R, is a bond, Cl-4 alkyl, Cl-4 alkoxy, cyclopropyl, cyclohexyl, phenoxy, naphthyloxy, 
phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, pyridazinyl, indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl or amino; wherein Ri is optionally substituted by one or 
more 

R a is methyl, ethyl, propyl, i-propyl, cyclopropyl, cyclohexyl, phenyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thienyl, 
imidazolyl, methoxy, ethoxy, acetyl, acetoxy, phenoxy, naphthyloxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, phenoxycarbonyl, naphthyloxycarbonyl, 
benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by methyl, ethyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 

or Ra is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ethylthio wherein the sulfur atom may be 
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oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl, phenyl, naphthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
Cl-2 alkylcarbamoyloxy, phenylcarbamoyloxy, naphthylcarbamoyloxy, Cl-2 ' 
alkylsulfonylamino, phenylsulfonylamino, naphthylsulfonylamino, Cl-2 
alkylaminosulfonyl, phenylaminosulfonyl, naphthylaminosulfonyl,' amino wherein 
the mtrogen atom may be independently mono or di-substituted by methyl, ethyl 
Phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or 
piperazinyl, 

or R, is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R, may be further optionally substituted by one or more R„; 

Rb is methyl, ethyl, cyclopropyl, cyclohexyl, phenyl, methoxy, ethoxy, 
phenoxy, benzyloxy, fluoro, chloro, bromo, hydroxy, oxo, carboxy, cyano, 
nitro or carboxamide; 

R2 is hydrogen or methyl; 

R3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl i- 
butenyl, cyclohexyl, benzyl or naphthyhnethyl wherein R 3 is optionally substituted by 
one or more R<.; 

R= is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, naphthyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, furanyl, 
tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyrimidinyl, methoxy, 
ethoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, phenoxycarbonyl, acetoxy ' 
benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono'or 
di-substituted by methyl or phenyl, 
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or Rc is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl or phenyl, 

or Rc is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 
phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl or phenyl, 
or Rc is chloro, fluoro, hydroxy, oxo, carboxy or cyano; 

R 2 and R 3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
tetrahydrofuranyl, pyrrolidinyl, piperidinyl, piperazinyl, morpholinyl or 
tetrahydrothiophenyl; 

R» is hydrogen; 

R 5 is a bond, hydrogen, carbonyl, Cl-5 alkyl, Cl-5alkoxyCl-5alkyl, Cl-5alkylaminoCl- 
Salkyl, Cl-5alkyltbioCl-5alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-5 alkoxy, phenoxy, naphthyloxy, cyclopropyl, cyclopentyl, cyclohexyl, 
phenyl, benzyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
tetrahydropyranyl, pyridinyl, and pyrimidinyl, heterocyclyloxy wherein the heterocyclyl 
moiety is selected from those herein described in this paragraph, acetyl, benzoyl, 
acetyloxy, benzyloxy, methoxycarbonyl, ethoxycarbonyl, benzyloxycarbonyl, 
benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or R 5 is acetylamino, benzoylamino, phenylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by methyl, ethyl or phenyl, 

or R 5 is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, phenylsulfonylamino, phenylaminosulfonyl, 
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amino wherein the nitrogen atom may be independently mono or di-substituted by 
methyl, ethyl or phenyl, 

or R 5 is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R 5 may be further 
optionally substituted by one or more R^ 

Re is methyl ethyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, cyclohexyl, 
phenyl, naphthyl, indanyl, piperidinyl, morpholinyl, indolyl, thienyl, pyridinyl, 
methoxy, ethoxy, acetyl, benzoyl, acetyloxy, phenoxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, ethyl or phenyl, 
or R« is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio methylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by methyl, ethyl or phenyl, 
or ^ is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, 
phenylsulfonylamino, methylaminosulfonyl, phenylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl 
or phenyl, 

or Re is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R. may be further 
optionally substituted by one or more R f ; 

R f is methyl, phenyl, tolylsulfonyl, phenoxy, benzyloxy, fluoro, chloro or 
oxo. 

Preferred cathepsin K inhibitors are those as described immediately above and wherein: 

Ri is a bond, methyl, ethyl, n-propyl, i-propyl, methoxy, ethoxy, benzyloxy, cyclopropyl, 
cyclohexyl, phenoxy, naphthyloxy, phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, indolyl, quinolinyl, 
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benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; 
wherein Ri is optionally substituted by one or more Ra; 

Ra is methyl, cyclopropyl, phenyl, halogen, hydroxy, oxo, carboxy, cyano, nitro or 
carboxamide; 

Rj is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl, ben2yl or naphthylmethyl wherein R 3 is optionally substituted by one or more 
Rcj 

Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, furanyl, tetrahydropyranyl, 
thienyl, oxazolyl, thiazolyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl or phenyl, 

or Rc is acetylamino, benzoylamino, methylthio, methoxycarbonylamino, 
methylcarbamoyloxy, methylsulfonylamino, methylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by 
methyl, 

or Rc is fluoro or oxo; 

R 2 and R 3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
tetrahydrofuranyl, pyrrolidinyl orpiperidinyl; 

R 5 is methyl, ethyl, n-propyl, n-butyl, n-pentyl, 2-pentyl, 3-pentyl, phenethyl, phenpropyl, 
2,2-dimethylpropyl, t-butyl, i-propyl, i-butyl, cyclopropyl, cyclopentyl, cyclohexyl, 
cyclopropylmethyl, cyclopentylmethyl, cyclohexylmethyl, phenyl, benzyl, 2- 
methylbenzyl, 3-methylbenzyl, 4-methylbenzyl, 2,6-dimethylbenzyl, 2,5-dimethylbenzyl, 
2,4-dimethylbenzyl, 2,3-dimethylbenzyl, 3,4-dimethylbenzyl, 3,5-dimethylbenzyl, 2,4,6- 
trimethylbenzyl, 2-methoxybenzyl, 3-methoxybenzyl, 4-methoxybenzyl, 2- 
phenoxybenzyl, 3-phenoxybenzyl, 4-phenoxybenzyl, 2-benzyloxybenzyl,3- 
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benzyloxybenzyl, 4-benzyloxybenzyl, 2-fluorobenzyl, 3-fluorobenzyl, 4-fluorobenzyl, 
2,6-difluorobenzyl, 2,5-difluorobenzyl, 2,4-difluorobenzyl, 2,3-difluorobenzyl, 3,4- 
difluorobenzyl, 3,5-difluorobenzyl, 2,4,6-triflurobenzyl, 2-trifluoromethylbenzyl, 3- 
trifluoromethylbenzyl, 4-trifluoromethylbenzyl, naphthylmethyl, indanylmethyl, 
pyridinylmethyl, indolylmethyl, thienylmethyl, 5-methylthienylmethyl, piperidinyl, 
piperidinylcarbonyl, pyridinylcarbonyl, tetrahydropyranyl, pyrimidinyl, acetyl, benzoyl, 
ethoxycarbonyl, benzyloxycarbonyl, t-butoxycarbonyl, methylcarbamoyl, 
phenylcarbamoyl, benzylcarbamoyl, methylsulfonylamino, phenylsulfonylamino, 
methylamino, dimethylamino, fluoro, oxo or carboxy. 

Most preferred cathepsin K inhibitors are those as described immediately above and 
wherein: 

Ri is methoxy, benzyloxy, cyclohexyl, phenoxy, naphthyloxy, phenyl, benzyl, naphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, quinolinyl, 
benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; 
wherein Ri is optionally substituted by one or more Ra; 

Ra is methyl, phenyl, fluoro, chloro, hydroxy, oxo, carboxy or carboxamide; 

R 3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl or benzyl wherein R3 is optionally substituted by one or more Rcj 

Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, furanyl, tetrahydropyranyl, 
thienyl, oxazolyl, thiazolyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
acetylamino, methylthio, methylsulfonylamino or fluoro; 

R 2 and R 3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl or 
tetrahydrofuranyl; 
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R s is methyl, ethyl, n-propyl, n-butyl, phenethyl, phenpropyl, t-butyl, i-propyl, i-butyl, 
cyclopropyl, cyclohexyl, cyclopropylmethyl, cyclohexylmethyl, phenyl, benzyl, 2- 
methoxybenzyl, 3-methoxybenzyl, 4-methoxybenzyl 4-fluorobenzyl, 3,5-difluorobenzyl, 
4-trifluoromethylbenzyl, naphthylmethyl, pyridinylmethyl, indolylmethyl, thienylmethyl, 
acetyl, benzoyl, ethoxycarbonyl, benzyloxycarbonyl, t-butoxycarbonyl, phenylcarbamoyl, 
phenylsulfonylamino or fluoro. 

Most preferred cathepsin K inhibitors are those as described immediately above and 
wherein: 

Het is pyrrolidinyl, piperidinyl or tetrahydropyranyl; 

Ri is benzyloxy, phenoxy, naphthyloxy, phenyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, pyridinyl, indolyl, quinolinyl, benzofuranyl, 
benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or phenylamino; 

R 3 is n-propyl, i-butyl, propenyl, i-butenyl or 2,2-dimethylpropyl; 

R 2 and R 3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, or cycloheptyl; 

R 5 is methyl, ethyl, n-propyl, phenethyl, t-butyl, i-propyl, i-butyl, cyclohexyl, 
cyclohexylmethyl, benzyl, 4-fluorobenzyl, naphthylmethyl, acetyl, benzoyl or 
benzyloxycarbonyl. 

The following are representative compounds of the invention which possess desirable 
inhibition activity of Cathepsin S in a cell based assay as described in Riese, R.J. et aL, 
Immunity, 1996, 4, 357-366, incorporated herein by reference. 
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' 2-[(Acetylimino-phenyl-methyl)-amino]-N-[^^ 
yl]-3-cyclohexyl-propionamide; 

f ( { 1 - [3-Cyano- 1 -( 1 -ethyl-propyl)-pyrrolidin-3 -ylcarbamoyl]-2-cyclohexyl-ethylamino} - 
moipholin-4-yl-methylene)-carbamic acid ethyl ester; 

'2-(N-Cyano-benzimidpyl-amino)-N-(4-cyano- 1 -methyl-piperidine-4-yl)- 
3-cyclohexyl-propionamide; 

TM-(4-Cyano- 1 -methy l-piperidin-4-yl)-3 -cy clohexyl-2- 
[(ethylcarbamoylimino-phenyl-methyl)-amino]"propionamide; 

T>H4-Cyano- 1 -methyl-piperidin-4-y l)-3-cyclohexyl-2 

-(1,1 -dioxo- 1 H-A. 6 -benzo[d]isothiazol-3-ylamino)-propionamide; 

r N-[3-Cyano- 1 «(1 -ethyl-propyl)-pyrrolidin-3-yl]-3-cyclohexyl-2 
-(1,1 -dioxo- lH-A* 6 -benzo[d]isothiazol-3-ylamino)-propionamide; 

N-(3-Cyano-l-cyclohexyl-pyrroUdin-3-yl)-3-cyclohexyl-2-(l,l-dioxo-lH-A. 6 - 
benzo[d]isothiazol-3-ylamino)-propionamide; 

N-(4-Cyano- 1 -propyl-piperidin-4-yl)-3-cyclohexyl-2-(l , 1 -dioxo- 1H-X 6 - 
benzo[d]isothiazol-3-ylamino)-propionamide; 

'2-( 1 , 1 -Dioxo- 1 H-X 6 -benzo[d]isothiazol-3-ylamino)-4,4-dimethyl-pentanoic acid (4- 
cy ano- 1 -propyl-piperidin-4-y l)-amide 

and the pharmaceutical^ acceptable derivatives thereof 

Another embodiment of the invention provides for the following compounds which have 
demonstrated potent inhibition of Cathepsin S in a cell based assay at concentrations of 
50 nM or less. 

{[1 -(4-Cyano- 1 -propyl-piperidin-4-ylcarbamoyl)-3,3-dimethyl-butylimino]-morpholin-4- 
yl-methyl}-carbamic acid ethyl ester; 

N-(4-Cyano-methyl-piperidin-4-yl)-3 -cyclohexyl-2-(3-oxo-3H-isoindol- 1 -y lamino)- 
propionamide; 
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4,4-Dimethyl-2-(3-oxo-3H-isoindol-l-ylamino)-pentanoicacid-(4-cyano-l-propyl- 
piperidin-4-yl)-amide; 

N-(4-cyano-l-methyl-piperidin-4-yl)-3-cyclohexyl-2-(2-oxo-2H-benzo[e][l,3]oxazin-4- 
ylamino)-propionamide; 

{ [ 1 -(4-cyano- 1 -methyl-piperidin^-ylcarbamoyl)-2-cyclohexyl-ethylamino]-piperidin- 1 - 
yl-methyl}-carbamic acid ethyl ester; 

*2-[(Acetylimino-phenyl-methyl)-amino]-N-(4<yano-l-me%l-piperidin^-y 
3 -cyclohexyl-propionamide; 

'{[l-(4-Cyano-l-methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethylamino]- 
morpholin-4-yl-methylen}-carbamic acid ethyl ester; 

, 2-[(Acetylimino-phenyl-me%l)-amino]-N-[3-cyano-l<l-e%l-propyl)-pyrrolidin-3- 
yl]-3-cyclohexyl-propionamide; 

•({l-[3-Cyano-l-(l-ethyl-propyl)-pyn-olidin-3-ylcarbamoyl]-2-cyclohexyl-ethylamm 
morpholin-4-yl-methylene)-carbamic acid ethyl ester; 

«N-(4-Cyano-l-methyl-piperidin-4-yl)-3-cyclohexyl-2- 
[(ethylcarbamoylimino-phenyl-methyl)-amino]-propionamide; 

•N-[4-Cyano- 1 -methyl-piperidin-4-yl)-3 -cyclohexyl-2 
-(l,l-dioxo-lH-X. 6 -benzo[d]isothiazol-3-ylamino)-propionamide; 

TSf-[3-Cyano- 1-(1 -ethyl-propyl)-pyrrolidin-3-yl]-3-cyclohexyl-2 
<l,l-dioxo-m-X- 6 -benzo[d]isothiazol-3-ylamino)-propionamide; 

N-(3-Cyano- 1 -cyclohexyl-pyrrolidin-3-yl)-3-cyclohexyl-2-( 1 , 1 -dioxo-lH-X 6 - 
benzo[d]isothiazol-3-ylamino)-propionamide; 

N-(4-Cyano-l-propyl-piperidin-4-yl)-3-cyclohexyl-2-(l,l-dioxo-lH-X. 6 - 
benzo[d]isothiazol-3-ylamino)-propionamideand 

•2<l,l-Dioxo-lH-X 6 -benzo[d]isothiazol-3-ylamino)-4,4-dimethyl-pentanoicacid(4- 
cyano- 1 -propyl-piperidin-4-yl)-amide. 

Any compounds of this invention containing one or more asymmetric carbon atoms may 
occur as racemates and racemic mixtures, single enantiomers, diastereomeric mixtures 
and individual diastereomers. All such isomeric forms of these compounds are expressly 
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included in the present invention. Each stereogenic carbon may be in the R or S 
configuration unless otherwise specified, or a combination of configurations. 

Some of the compounds of formulas (I), (II), (la) and (lb) can exist in more than one 
tautomeric form. The invention includes all such tautomers. 

It shall be understood by one of ordinary skill in the art that all compounds of the 
invention are those which are chemically stable. 

The invention includes pharmaceutical^ acceptable derivatives of compounds of formula 
(I), (II), (la) and (lb). A "pharmaceutically acceptable derivative" refers to any 
pharmaceutical^ acceptable acid, salt or ester of a compound of this invention, or any 
other compound which, upon administration to a patient, is capable of providing (directly 
or indirectly) a compound of this invention, a pharmacologically active metabolite or 
pharmacologically active residue thereof. 

In addition, the compounds of this invention include prodrugs of compounds of the 
formulas (I), (II), (la) and (lb). Prodrugs include those compounds that, upon simple 
transformation, are modified to produce the compounds of the invention. Simple 
chemical transformations include hydrolysis, oxidation and reduction which occur 
enzymatically, metabolically or otherwise. Specifically, when a prodrug of this invention 
is administered to a patient, the prodrug may be transformed into a compound of formula 
(I), (II), (la) and (lb), thereby imparting the desired pharmacological effect. 

In order that the invention herein described may be more fully understood, the following 
detailed description is set forth. As used herein, the following abbreviations are used: 

BOC or t-BOC is tertiary-butoxycarbonyl; 
t-Bu is tertiary-butyl; 
DMF is dimethylformamide; 
EtOAc is ethyl acetate; 
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THF is tetrahydrofuran; 
Ar is argon; 

EDC is l-(3-dimethylaminopropyl)-3-ethylcarbodimide hydrochloride and 
HOBT is 1-hydroxybenzotriazole. 

5 

Also, as used herein, each of the following terms, used alone or in conjunction with other 
terms, are defined as follows (except where noted to the contrary): 

10 The term "alkyl" refers to a saturated aliphatic radical containing from one to ten carbon 
atoms or a mono- or polyunsaturated aliphatic hydrocarbon radical containing from two 
to twelve carbon atoms. The mono- or polyunsaturated aliphatic hydrocarbon radical 
containing at least one double or triple bond, respectively. "Alkyl" refers to both 
branched and unbranched alkyl groups. Examples of "alkyl" include alkyl groups which 

15 are straight chain alkyl groups containing from one to eight carbon atoms and branched 
alkyl groups containing from three to eight carbon atoms. Other examples include lower 
alkyl groups which are straight chain alkyl groups containing from one to six carbon 
atoms and branched alkyl groups containing from three to six carbon atoms. It should be 
understood that any combination term using an "alk" or "alkyl" prefix refers to analogs 

20 according to the above definition of "alkyl". For example, terms such as "alkoxy", 
"alkythio" refer to alkyl groups linked to a second group via an oxygen or sulfur atom. 
"Alkanoyl" refers to an alkyl group linked to a carbonyl group (C=0). Each alkyl or alkyl 
analog described herein shall be understood to be optionally partially or fully 
halogenated. 

25 

The term "cycloalkyl" refers to the cyclic analog of an alkyl group, as defined above. 
Examples of cycloalkyl groups are saturated or unsaturated nonaromatic cycloalkyl 
groups containing from three to eight carbon atoms, and other examples include 
cycloalkyl groups having three to six carbon atoms. Each cycloalkyl described herein 
30 shall be understood to be optionally partially or fully halogenated. 

The term "aryl" refers to phenyl and naphthyl. 
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The term "halo" refers to a halogen radical selected from fluoro, chloro, bromo or iodo. 
Representative halo groups of the invention are fluoro, chloro and bromo. 

The term "heteroaryl" refers to a stable 5-8 membered (but preferably, 5 or 6 membered) 
monocyclic or 7-12 membered polycyclic, preferably bicyclic aromatic heterocycle 
radical Each heterocycle consists of carbon atoms and from 1 to 4 heteroatoms chosen 
from nitrogen, oxygen and sulfur. The heterocycle may be attached by any atom of the 
cycle, which results in the creation of a stable structure. Examples of "heteroaryl" include 
radicals such as furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, 
isoxazolyl, isothiazolyl, oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, 
pyridazinyl, pyrimidinyl, pyrazinyl, indolizinyl, indolyl, isoindolyl, benzofuranyl, 
benzothienyl, indazolyl, benzimidazolyl, benzthiazolyl, benzoxazolyl, purinyl, 
quinolizinyl, quinolinyl, isoquinolinyl, cinnolinyl, phthalazinyl, quinazolinyl, 
quinoxalinyl, naphthyridinyl, pteridinyl, carbazolyl, acridinyl, phenazinyl, phenothiazinyl 
and phenoxazinyl, 

The term "heterocycle" refers to a stable 4-8 membered (but preferably, 5 or 6 
membered) monocyclic or 7-12 membered polycyclic, preferably bicyclic heterocycle 
radical which may be either saturated or unsaturated, and is non-aromatic. Each 
heterocycle consists of carbon atoms and from 1 to 4 heteroatoms chosen from nitrogen, 
oxygen and sulfur. The heterocycle may be attached by any atom of the cycle, which 
results in the creation of a stable structure. Examples of "heterocycle" include radicals 
such as pyrrolinyl, pyrrolidinyl, pyrazolinyl, pyrazolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, pyranyl, thiopyranyl, piperazinyl, indolinyl, azetidinyl, 
tetrahydropyranyl, tetrahydrothiopyranyl, tetrahydrofuranyl, hexahydropyrimidinyl, 
hexahydropyridazinyl, l,4,5,6-tetrahydropyrimidin-2-ylamine, dihydro-oxazolyl, 1,2- 
thiazinanyl-l,l-dioxide, 1,2,6-thiadiazinany 1-1, 1 -dioxide, isothiazolidinyl- 1,1 -dioxide 
and imidazolidinyl-2,4-dione. 
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The terms "heterocycle", "heteroaryl" or "aryl", when associated with another moiety, 
unless otherwise specified shall have the same meaning as given above. For example, 
"aroyl" refers to phenyl or naphthyl linked to a carbonyl group (C=0). 

Each aryl or heteroaryl unless otherwise specified includes it's partially or fully 
hydrogenated derivative. For example, quinolinyl may include decahydroquinolinyl and 
tetrahydroquinolinyl, naphthyl may include it's hydrogenated derivatives such as 
tetrahydranaphthyl. Other partially or fully hydrogenated derivatives of the aryl and 
heteroaryl compounds described herein will be apparent to one of ordinary skill in the art. 

The term heterocycle as it pertains to "Het" shall to be understood to mean a stable non- 
aromatic spiroheterocycle, 4-8 membered (but preferably, 5 or 6 membered) monocyclic, 
7-12 membered polycyclic, preferably bicyclic heterocycle radical which may be either 
saturated or unsaturated or a C6-C10 bridged bicyclo wherein one or more carbon atoms 
are optionally replaced by a heteroatom. Each heterocycle consists of carbon atoms and 
from 1 to 4 heteroatoms chosen from nitrogen, oxygen and sulfur. The heterocycle may 
be attached by any atom of the cycle, which results in the creation of a stable structure. 
Examples of "Het" include the following heterocycles: azepanyl, piperidinyl, 
pyrrolidinyl, azetidinyl, oxepanyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
tetrahydrofuranyl, oxetanyl, azocanyl, oxocanyl, 1,3-diazocanyl, 1,4-diazocanyl, 1,5- 
diazocanyl, 1,3-dioxocanyl, 1,4-dioxocanyl, 1,5-dioxocanyl, 1,3-oxazocanyl, 1,4- 
oxazocanyl, 1,5-oxazocanyl, 1,3-diazepanyl, 1,4-diazepanyl, 1,3-dioxepanyl, 1,4- 
dioxepanyl, 1,3-oxazepanyl, 1,4-oxazepanyl, 1,2-thiazocanyl- 1,1 -dioxide, 1,2,8- 
thiadiazocanyl-l.l-dioxide, 1,2-thiazepanyl- 1,1 -dioxide, l,2,7-thiadiazepanyl-l,l- 
dioxide, tetrahydrothiophenyl, hexahydropyrimidinyl, hexahydropyridazinyl, piperazinyl, 
1,4,5,6-tetrahydropyrimidinyl, pyrazolidinyl, dihydro-oxazolyl, dihydrothiazolyl, 
dihydroimidazolyl, isoxazolinyl, oxazolidinyl, 1,2-thiazinanyl- 1,1 -dioxide, 1,2,6- 
thiadiazinanyl-l.l-dioxide, isothiazolidinyl- 1,1 -dioxide, imidazolidinyl-2,4-dione, 
imidazoUdinyl, morpholinyl, dioxanyl, tetrahydropyridinyl, thiomorpholinyl, 
thiazolidinyl, dihydropyranyl, dithianyl, decahydro-quinolinyl, decahydro-isoquinolinyl, 
1,2,3,4-tetrahydro-quinolinyl, indolinyl, octahydro-quinohzinyl, dihydro-indolizinyl, 
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octahydro-indolizinyl, octahydro-indolyl, decahydroquinazolinyl, decahydroquinoxalinyl, 
1,2,3,4-tetrahydroquinazolinyl or 1,2,3,4-tetrahydroquinoxalinyl, aza- 
bicydo[3.2.1]octane, aza-bicyclo[2.2.1]heptane, aza-bicyclo[2.2.2]octane, aza- 
bicyclo[3.2.2]nonane, aza-bicyclo[2.1.1]hexane, aza-bicyclo[3.1.1]heptane, aza- 
5 bicyclo[3.3.2]decane and 2-oxa or 2-thia-5-aza-bicyclo[2.2.1]heptan eeach heterocyclic 
ring being substituted with one or more R 5 . The substituent R 5 is defined above. 

As used herein above and throughout this application, "nitrogen" and "sulfur" include 
any oxidized form of nitrogen and sulfur and the quaternized form of any basic nitrogen. 

10 

In order that this invention be more fully understood, the following examples are set 
forth. These examples are for the purpose of illustrating preferred embodiments of this 
invention, and are not to be construed as limiting the scope of the invention in any way. 

15 The examples which follow are illustrative and, as recognized by one skilled in the art, 
particular reagents or conditions could be modified as needed for individual compounds. 
Starting materials used in the scheme below are either commercially available or easily 
prepared from commercially available materials by those skilled in the art. 

20 GENERAL synthetic methods 

The invention also provides processes of making the present novel compounds. 
Compounds of the invention may be prepared by methods described below. Standard 
peptide coupling, protection and deprotection reactions (see for example M. Bodanszky, 
25 1984, The Practice of Peptide Synthesis, Springer-Verlag) are employed in these 
syntheses and are incorporated herein by reference in their entirety. 

rOMPOIINDS OF THE FORMULAS (J) AND (ID; 

30 Compounds of the invention having formulas (I) and (II) may be prepared by Method A 
as illustrated in Scheme I. 
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Scheme I (Method A) 



R " Nv s^ C0 2 H 



R * 

1 4 



R"N. XONH, 




Het 4-FL 



| R" = BOC 

I R" = H (III) 



R 2v / R 3 



V R ' 



HN 

I 

R 4 O 



R 2\ , R 3 



R 4 O 
X = OR' (V) 
X = OH (VI) 



VI 



R 4 o (HeH-R 5 



X = CONH 2 
X = CN (l/ll) 



According to Method A a suitably protected amino acid bearing "Het" is allowed to react 
with ammonia under standard coupling conditions. An example of a suitable protecting 
group is the f-butoxycarbonyl (BOC) group. An example of standard coupling conditions 
would be combining the starting materials in the presence of a coupling reagent such as 
l-(3-dimemylaminopropyl)-3-ethylcarbodiimide (EDC) with 1-hydroxybenzotriazole 
(HOBT), in a suitable solvent such as DMF or methylene chloride. A base such as N- 



126 



WO 01/19816 



PCT/US00/23584 



methylmorpholine may be added. This is followed by deprotection to give amino acid 
amide III. An amino acid ester (IV) bearing R 2 , R 3 and optionally R4 other than H is then 
reacted with an activated acid [RiC(0)L] such as acid chloride (L = CI) in the presence 
of a suitable base such as N,N-diisopropylethylamine to provide V. Alternately, one may 
use the carboxylic acid [RiC(0)L, L = OH] and activate using standard peptide coupling 
conditions, such as EDC and HOBT as described above. If R4 is H in V, one may 
optionally react V with an alkyl halide in the presence of a suitable base such as sodium 
hydride, in a suitable solvent such as DMF or THF to provide V in which R4 is alkyl 
Conversion to the carboxylic acid provides VI. Standard peptide coupling of III and VI, 
followed by dehydration of the amide provides the desired nitrile I or II. An example of 
suitable dehydration conditions is cyanuric chloride in DMF. 

In a variation (Method B) illustrated in Scheme II, an amino acid amide bearing "Het" is 
coupled with an amine-protected amino acid bearing R 2 and R 3 . A suitable protecting 
group and coupling conditions would be as described above. Deprotection is then 
followed by reaction with RiC(0)L (as described in Method A). Conversion of the amide 
to the nitrile as above provides I or II. 

Scheme II (Method B) 
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I X = CONH 2 

X = CN (l/ll) 

Compounds of the invention having formula (I) and (II) may also be prepared by Method 
5 C as illustrated in Scheme III. 

Scheme in (Method C) 




(l/ll) 



10 

In this variation (Method C) an amino nitrile bearing "Het" is coupled with an amine 
protected amino acid bearing R2 and R3. A suitable protecting group and coupling 
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conditions are described above. Deprotection is then followed by reaction with RiC(0)L 
as described above to furnish the nitrile (I/II). 

Compounds of the invention having formulas (I) and (II) may also be prepared by as 
5 outlined below in Scheme IV (Method D). 



Scheme IV (Method D) 




X = OR' (V) 
X = OH (VI) 




(l/ll) 

10 

In a further variation (Method D) illustrated in Scheme IV, an amino acid ester (IV) 
bearing R 2 , R3 and optionally R4 other than H is reacted with RiC(0)L as described in 
Method A. Conversion to the carboxylic acid provides VI. Standard peptide coupling of 
15 an amino nitrile bearing "Het" with VI yields the desired nitrile (I/II). 

The intermediate aminonitrile used in Methods C, and D above may be prepared as 
outlined in Scheme V 

20 Scheme V 
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In this method, a ketone bearing "Het" is reacted with an a primary amine or an 
ammonium salt, such as ammonium chloride, and a cyanide salt, such as potassium 
5 cyanide or sodium cyanide, in a suitable solvent, such as water or a solution of ammonia 
in methanol, at about room temperature to reflux temperature. 

In each of the methods described above, required starting materials are either 
commercially available or easily prepared by those skilled in the art, for example see: 
10 Leung, M.-k.; Lai, J.-L.; Lau, K.-H.-; Yu, H.-h.; Hsiao, J.-J. J. Org. Chem. 1996, 61, 
4175-4179. 

Mee, J. D. J. Org. Chem. 1975, 40, 2135-2136. 

Micovic, I. V.; Roglic, G: M.; Ivanovic, M. D.; Dosen-Micovic, L.; Kiricojevic, V. D.; 
Popovic, J. B. J. Chem. Soc, Perkin Trans. 1, 1996, 2041-2050. 
15 Tomus, L; Schaumann, E. Tetrahedron 1996, 52 , 725-732. 

Jadhav, P. K.; Woemer, F. J. Tetrahedron Letters 1995, 36, 6383-6386. 
Kochhar, K. S.; et al. Tetrahedron Letters 1984, 25, 1871-1874. 
Fordon, K. J.; Crane, C. G.; Burrows, C. J. Tetrahedron 

Letters 1994, 35, 6215-6216. These references are incorporated herein by reference in 
20 their entirety, 

IMPOUNDS OF THE FORMULAS (Ia^ AND (IbY. 

The invention also provides processes of making the present novel compounds of formula 
25 (la) and (lb). Compounds of the invention may be prepared by methods described below. 
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RgS 




(la) 




A key intermediate in the preparation of compounds of formula (la) and (lb) is the 
5 dipeptide nitrile intermediate (VII). 




(VID 



1 0 The synthesis of intermediates of formula (VII) is described in US provisional patent 
application no. 60/153,738 and outlined below in Schemes VI and VII. 



Scheme VI 
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As illustrated in Scheme VI, an amino acid bearing a suitable protecting group R' (VIII), 
is reacted with an amino nitrile (IX) under suitable coupling conditions. An example of a 
suitable protecting group is the f-butoxycarbonyl (BOC) group. An example of standard 
coupling conditions would be combining the starting materials in the presence of a 
5 coupling reagent such as l-(3-dimethylaminopropyl)-3-ethylcarbodiimide (EDC) with 1- 
hydroxybenzotriazole (HOBT), in a suitable solvent such as DMF or methylene chloride. 
A base such as N-methylmorpholine may be added. This is followed by deprotection to 
give amino acid nitrile VII. 

10 The intermediate aminonitrile (IX) used in Scheme VI above may be prepared as outlined 
in Scheme VII. 



Scheme VII 




XI IX 



15 

In this method, a ketone bearing "Het" (XI) is reacted with an a primary amine or an 
ammonium salt, such as ammonium chloride, and a cyanide salt, such as potassium 
cyanide or sodium cyanide, in a suitable solvent, such as water or a solution of ammonia 
in methanol, at about room temperature to reflux temperature. 

20 

Compounds having formula (Ia/Ib) may be prepared by Methods E-H, as illustrated in 
Schemes VIII-IX. 

25 Scheme VII (Method E) 



132 



WO 01/19816 



T/US00/23584 




base, 

coupling agent 



XII 



According to Method E, a dipeptide nitrite intermediate (VII), or a basic salt 
thereof, is allowed to react with (XII) in the presence of a suitable coupling 
agent to provide the desired product (Ia/Ib). Suitable reaction conditions are 
known to those skilled in the art and some examples of suitable coupling 
agents include 2-chloro-l-methylpyridinium iodide (Yong, Y.F. et al., J. 
Org. Chem. 1997, 62, 1540), phosgene or triphosgene (Barton, D.H. et al., J. 
Chem. Soc. Perkin Trans. 1, 1982, 2085), alkyl halides (Brand, E. and Brand, 
F. C, Org. Synth., 1955, 3, 440) carbodiimides (Poss, M. A. et al., 
Tetrahedron Lett., 1992, 40, 5933) and mercury salts (Su, W., Synthetic 
Comm., 1996, 26, 407 and Wiggall, K. J. and Richardson, S. K. J., 
Heterocyclic Chem., 1995, 32, 867). 

Compounds having formulas (la) and (lb) may also be prepared by Method 
B as illustrated in Scheme IV, where R is an alkyl or aryl group. 



Scheme VHI (Method F) 




base, 

coupling agent 



XII 



According to Method F a dipeptide nitrile intermediate (VII), or a basic salt thereof, is 
allowed to react with XII, with or without an added base such as triethylamine, to provide 
the desired product (Ia/Ib). Suitable reaction conditions are known to those skilled in the 
art and examples of such amine additions may be found in the chemical literature, for 
example Haake, M. and Schummelfeder, B., Synthesis, 1991, 9, 753; Dauwe, C. and 
Buddrus, J., Synthesis 1995, 2, 171; Ried, W. and Piechaczek, D., Justus Liebigs Ann. 
Chem. 1966, 97, 696 and Dean, W. D. and Papadopoulos, E. P., J. Heterocyclic Chem., 
1982, 19, 1117. 
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The intermediate XII is either commercially available or can be synthesized by methods 
known to those skilled in the art and described in the literature, for example Francesconi, 
L et. al., J. Med. Chem. 1999, 42, 2260; Kurzer, F., Lawson, A.,Org. Synth. 1963, 645, 
5 and Gutman, A. D. US 3984410, 1976. 

In a similar reaction, intermediate X IV having a halogen or other suitable leaving group 
(X) may be used in place of intermediate XIII, as illustrated in Method G, Scheme IX.: 

10 Scheme IX (Method G) 




base 

^ (la/lb) 



XIV 

According to Method G, a dipeptide nitrile intermediate, or a basic salt thereof, is allowed 
15 to react with intermediate XTV, with or without an added base such as triethylamine, to 
provide the desired product (Ia/Ib). Procedures for accomplishing this reaction are 
known to those skilled in the art and described in the chemical literature (for example, 
Dunn, A. D. , Org. Prep. Proceed. Int., 1998, 30, 709; Lindstroem, S. et al., Heterocycles, 
1994, 38, 529; Katritzky, A. R. and Saczewski, F., Synthesis, 1990, 561; Hontz, A. C. 
20 and Wagner, E. C., Org Synth., 1963, IV, 383; Stephen, E. and Stephen, H., J. Chem. 
Soc, 1957, 490). 

Compounds having formula (Ia/Ib) in which R t is an amine may also be prepared by 
25 Method H as illustrated in Scheme X. 

Scheme X (Method H) 
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R2 R3 

+ N=c= N ' Y P*N ("a/lb) 




According to Method H, a carbodiimide (XV) derivative of (VII) is allowed to react with 
an amine <R,) to provide the desired guanidine (Ia/Ib) product. The conversion of amines 
to carbodiimides is known to those in the art and described in the literature (for example, 
Pri-Bar, I. and Schwartz, J., J. Chem. Soc. Chem. Commun., 1997, 347; Hirao, T. and 
Saegusa, T., J. Org. Chem., 1975, 40, 298). The reaction of carbodiimides with amine 
nucleophiles is also described in the literature (for example, Yoshiizumi, K. et al., Chem. 
Pharm. Bull., 1997, 45, 2005; Thomas, E. W. et al., J. Med. Chem., 1989, 32, 228; 
Lawson, A. and Tinkler, R. B., J. Chem. Soc. C, 1971, 1429. 

In a modification of Method H, one may start with the thiourea XVI (formed by reaction 
of the corresponding amine with an isothiocyanate WH>S) and then form the 
corresponding carbodiimide (XV) in situ by reaction with a suitable desulfurizing agent, 
such as HgCl 2 , in a suitable solvent such as DMF or acetonitrile. 



R6\ 

J H R2 R3 R4 
S^\. .3C ^ /CN 




Compounds of formula (lb), where R, is an amine may be prepared using a general 
procedure described by M. Haake and B. Schummfelder (Synthesis, 1991, 753). 
According to this procedure (Method I, Scheme XI), intermediate XVII bearing two 
suitable leaving groups Z, such as phenoxy groups, is reacted sequentially with amines R, 
and RsRsNH in a suitable solvent such as methanol or isopropanol to provide the desired 
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product. Reaction of the first amine may be carried out at about room temperature and 
reaction of the second amine is preferentially carried out with heating at the reflux 
temperature of the solvent If XIII is allowed to react with a Afunctional nucleophile 
intermediate XVIII, where Y is a nucleophilic heteroatom such as N, O or S, one may 
obtain the product of formula (Ib) where Ri and R5 form a heterocyclic ring. 
Intermediate XVII may be prepared by reaction of VII (R» = H) with 
dichlorodiphenoxymethane, which in turn, may be prepared by heating diphenyl 
carbonate with PC1 5 (RL. Webb and C.S. Labow, J. Het. Chem., 1982, 1205). 



Scheme XI (Method I) 




Ib 



In order that this invention be more fully understood, the following examples are set 
forth. These examples are for the purpose of illustrating embodiments of this invention, 
and are not to be construed as limiting the scope of the invention in any way. 

The examples which follow are illustrative and, as recognized by one skilled in the art, 
particular reagents or conditions could be modified as needed for individual compounds. 
Starting materials used in the scheme below are either commercially available or easily 
prepared from commercially available materials by those skilled in the art. 
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SYNTPfRTfrFXAWLEs 

EXAMPLE 1 



3 CVclohfiirvl.PthYli-^.^^ 

(a) 4-Amino-4-cyano-l-methylpiperidine. 

A solution of ammonium chloride (1.89 g, 35.37mmol) and potassium cyanide (2 30 g 
35.37 mmol) was prepared in 50 mL of water. l-Meth y l-4- p i pe ridone (1 .0 g, 8.84 mmol) 
was added to the solution and stirred for2days. The solution was brought topHllwith 
sohd sodium carbonate and the reaction solution was extracted 3 x 100 mL of EtOAc 
The organic layer was dried over anhydrous Na 2 SO„ decanted and concentrated to an 

ammomtrile, cyanohydrin and starting ketone. The cmde mixture was used in the next 
step without further purification. 



(b) 



N-(4-morphoIinecarbonyl)-L.cyclohexyI alanine methyl ester. 



Methyl L-B-cyclohexylalanine hydrochloride (1.45 g, 6.54 mmol) was dissolved in 20 
mL of DMF and 1 0 mL of Hunig's base was added to give a clear colorless solution 4- 
Morpholinecarbonyl chloride (1 . 1 7 g, 7.85 mmol) was added and the resulting reaction 
was stirred at ambient temperature for 6 h. The reaction mix was concentrated in vacuo 
and the residue was taken up in 200 mL of CH 2 C1 2 and washed with 1x100 mL of EtOAc 
and 2x100 mL of brine. The organic layer was dried over Na 2 SO«, decanted and' 
concentrated to a semi-solid (1.86 g) which was used in the next step without further 
purification. 

(c) N-(4-morpholinecarbonyl>L-cyclohexyl alanine 



137 



WO 01/19816 ~*Wf PCT/US00/23584 




N-(4-Morpholinecarbonyl)-L-cyclohexyl alanine methyl ester (1.86 g, 6.23 mmol) was 
dissolved in 50 mL of MeOH to which was added 50 mL THF and 50 mL of water. 
LiOH monohydrate (2.61 g, 62.3 mmol) was added to the reaction solution andthe 

5 reaction was monitored at 5 min and every 20 min thereafter using 5% MeOH in CH2CI2. 
The starting material was consumed at 2 h and the reaction was washed with 150 mL of 
diethyl ether with the organic layer being discarded. The aqueous layer was brought to 
pH 1 with concentrated HC1 and the product was extracted with 2x100 mL of EtOAc. 
The combined organic layers were dried over Na2S04, decanted and concentrated to 

10 white solid foam (1 .63 g): 'H NMR (CDC1 3 ) 8 8.90-7.90 (br, IH), 5.05-4.99 (m, 1H), 
4.55-4.39 (m, 1H), 3.71-3.62 (m, 4H), 3.50-3.36 (m, 4H), 1.90-0.83 (m, 13H). 

(d) M orpholine-4-carboxylic acid [l-(4-cyano-l-methyl-piperidin-4- 
ylcarbamoyl)-2-cycIohexyl-ethyl]-amide 

15 

N-(4-Morpholinecarbonyl)-L-cyclohexyl alanine (350 mg, 1.23 mmol) was dissolved in 
15 mL of DMF. EDC (235 mg, 1.23 mmol) and HOBT (166 mg, 1.23 mmol) were added 
and the resulting mixture was stirred at ambient temperature for 20 min during which 
time the solids went into solution. 4-Amino-4-cyano-l-methylpiperidine (310 mg of the 

20 2:1:1 mixture of aminonitrile:cyanohydrin:ketone, s 1 . 1 mmol aminonitrile) was 

dissolved in 5 mL of DMF, N-methylmorpholine was added to this solution (497 mgs, 
4.92 mmol), and the resultant solution added to the solution of the activated ester. The 
resulting mixture was stirred at ambient temperature for 16 h. The volatiles were 
removed in vacuo and the resulting residue was dissolved in 200 mL of EtOAc and 

25 washed sequentially with 2x200 mL saturated sodium bicarbonate and 1x100 mL brine. 
The organic layer was dried over anhydrous Na 2 SC>4, decanted, and concentrated to a 
thick oil. The oil was purified by column chromatagraphy on SiC>2 using as eluent 100% 
CH2CI2 to 12% MeOH in CH 2 C1 2 to give the desired product as a white powder (225 
mg): 'H NMR (CDC1 3 ) 5 7.55 (s, 1H), 5.13-5.08 (m, 1H), 4.40-4.20 (m, 1H), 3.77-3.62 

30 (m, 4H), 3.51-3.33 (m, 4H), 2.88-2.55 (m, 2H), 2.53-2.39 (m, 2H), 2.30 (s, 3H), 2.10-0.83 
(m, 17H). 
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Following the above procedures the following compounds can be synthesised; 

Morpholine-4-carboxylic acid [l<4-cyano-l-me%l-piperidin-4-ylcarbamoyl)-2- 
5 naphthaIen-2-yI-ethylJ-amide 

Mo *hoIm e ^oxy^ 
ylcarbarnoyl) -ethyl]-amide 

10 Morpholine-4-carboxylic acid [l-(4-cyano-l-memyl-pi P eridin-4-ylcarbamoyl>2-(3,4- 
dichloro-phenyl) -ethyl]-amide 

Morpholine-4-carboxylic acid [2-(4-chloro.pheny^ 
ylcarbarnoyl) -ethyl]-amide 



15 



Morpholine-4-carboxylic acid [l-(4-cyano-l.methyl-piperidin-4-ylcarbamoyl) -pentyl]- 
amide 

Morpholine-4-carboxylic acid [l-(4-cyano-l.methyl-piperidin-4-ylcarbamoyl) -3- 
20 methyl-butyl]-amide 

Morpholine^-carboxylic acid [l-(4-cyano.l- P henyl.2,6-dioxo- P ip 
2-cyclohexyl-ethyl]-amide 

25 Morpholine-4-carboxylic acid [l^-cyano-l-phenyl^^-dioxo-piperidin^ylcarbamoyl)- 
3,3-dimethyl-butyl]-amide 

Morpholine^-carboxylic acid [l<4-cyano-2-oxo-piperidin^^ 
ethyl]-amide 



30 



Morpholine-4-carboxylic acid [l<4-cyano-2-oxo-piperidm^ylcarbamoyl)-3,3-dimethyl- 
butylj-amide 
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Morpholine-4-carboxylic acid [l-(4-cyano-l-methyl-2-oxo-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide 

Morpholine-4-carboxylic acid [l-(4-cyano-l-methyl-2-oxo-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide 

Morpholine^carboxylicacid[l-(5-cyano4J-dioxo-lX 6 -[l,2]thiazinan-5-ylcarbamoyl)- 
2-cyclohexyl-ethyl]-amide 

Morpholine-4-carboxylicacid[l-(5-cyano-l,l-dioxo-lX 6 -[l,2]thiazinan-5-ylcarbamoyl)- 
3,3-dimethyl-butyl]-amide 

Morpholine-4-carboxylic acid [l-(5-cyano-2^^ 
ylcarbamoyl)-2-cyclohexyl-ethyl]-amide 

Morpholine-4-carboxylic acid [ 1 -(5-cyano-2-methyl- 1 , 1 -dioxo- 1 X. 6 -[ 1 ,2]thiazinan-5- 
ylcarbamoyl)-3,3-dimethyl-butyl]-amide 

Morpholine-4-carboxylic acid [ 1 -(5-cyano-2-oxo-hexahydro-pyrimidin-5-ylcarbamoyl> 
3,3-dimethyl-butyl]-amide 

Morpholine-4-carboxylic acid [l-(5-cyano-l,3-dimethyl-2-oxo-hexahydro-pyrimidin-5- 
ylcarbamoyl)-2-cyclohexyl-ethyl]-amide 

Morpholine-4-carboxylic acid [l-(4-cyano-l,l-dioxo-U 6 -[l,2,6]thiadiazinan-4- 
ylcarbamoyl)-2-cyclohexyl-ethyl]-amide 

Morpholine-4-carboxylic acid [ 1 -(4-cyano-2,6-dimethyl- 1 , 1 -dioxo- 1 X 6 - 
[ 1 ^^Ithiadiazinan^-ylcarbamoyl^-cyclohexyl-ethyll-amide 
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Morpholine-4-carboxylic acid [l-(3-cyano-5-oxo-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide 

Morpholine-4-carboxylic acid [l-(3-cyano-l-methyl-5-oxo-pyrrolidin-3-ylcarbamoyI)-2- 
cyclohexyl-ethylj-amide 

Morpholine-4-carboxylicacid[l-(3-cyano-5-oxo-pyirolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide 

Morpholine-4-carboxylicacid[l-(3-cyano-l-methyl-5-oxo-pyrrolidin-3-ylcarbamoyl)- 
3,3-dimethyl-butyl]-amide 



EXAMPLE 2 

Morphpliny-4-carboxylicacid fl-f4-cvano-tetr a hvdrn-p vr a n-4-vlcarh fl mny l )-2- 
cvclohexvl-ethvll-amide. 

(a) 4-Amino-4-cyano-tetrahydropyran. 

A solution of ammonium chloride (2.12 g, 39.57mmol) and potassium cyanide (2.58 g, 
39.57 mmol) was prepared in 50 mL of water. Tetrahydropyran-4-one (1.0 g, 9.89 mmol) 
was added to the solution and stirring was continued for 2 days. The solution was 
brought to pH 1 1 with solid sodium carbonate and the reaction solution was extracted 3 x 
100 mL of EtOAc. The organic layer was dried over anhydrous Na 2 S0 4 , decanted, and 
concentrated to an clear oil (1.02 g). 'H NMR showed that the oil was a 7 to 1 mixture of 
the desired aminonitrile and cyanohydrin. The crude mixture was used in the next step 
without further purification. 

(b) MorphoIine-4-carboxylic acid [l-(4-cyano-tetrahydro-pyran-4-yIcarbamoyl)- 
2-cycIohexyI-ethylJ-amide. 
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N-(4-morpholinecarbonyl)-L-cyclohexyl alanine (350 mg, 1.23 mmol) was dissolved in 
15 mL of DMF. EDC (235 mg, 1.23 mmol) and HOBT (166 mg, 1.23 mmol) were added 
and the resulting mixture was stirred at ambient temperature for 20 min during which 
time the solids went into solution. 4-Amino-4-cyano-tetrahydropyran (161 mg of the 7:1 
mixture of aminonitrile, =1.1 mmol aminonitrile) was dissolved in 5 mL of DMF, N- 
methylmorpholine was added to this solution (497 mgs, 4.92 mmol), and the resultatnt 
solution added to the solution of the active ester. The resulting mixture was stirred at 
ambient temperature for 16 h. The volatiles were removed in vacuo and the resulting 
residue was vigorously stirred for 30 min with 100 mL of a 1 to 1 mixture of water and 
saturated sodium bicarbonate to give a fluffy white solid that was collected by filtration. 
The solid was washed with 3x50 mL of water and dried to give the desired product (210 
mg): 'H NMR (CDCI3) 8 7.80 (s, 1H), 5.25-5.15 (m, 1H), 4.41-20 (m, 1H), 3.97-3.62 (m, 
8H), 3.50-3.41 (m, 4H), 2.50-2.37 (m 1H), 2.35-2.20 (m, IH), 2.05-1.88 (m, 2H), 1.79- 
0.75 (m, 13H). 

EXAMPLE 3 

4-rvano-4-(3-fvclohexvl- 2 -[rmnrpholine-4-carbbnvn-aminQl-propionY^minc}- 
p i p P ririine-l- rarhnxvlic acid ethvl ester 

(a) 4-Amino-4-cyano-piperidine-l-carboxylic acid ethyl ester. 

A solution of ammonium chloride (3 1 g, 584 mmol) and potassium cyanide (7.61 g, 
1 16.8 mmol) was prepared in 250 mL of water. l-(Ethoxycarbonyl)-4-piperidone (10 g, 
58.4 mmol) was added to the solution followed by 50 mL of MeOH and stirring was 
continued for 3 days. The solution was brought to pH 1 1 with solid sodium carbonate 
(20g) and the reaction solution was extracted with 3 x 250 mL of EtOAc. The organic 
layers were combined, dried over Na 2 S0 4 , decanted and concentrated to an thick oil. The 
oil was triturated with 500 mL of hexane and the resulting solid was collected by 
filtration (8.3g). *H NMR showed that the product was better than 95% pure. 
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(b) 4-Cyano-4-{3-cyclohexyl-2-[(morpholine»4-carbonyi)-amino]- 
propionylamino}-piperidine-l-carboxylic acid ethyl ester 

N-(4-morpholinecarbonyl)-L-cyclohexyl alanine (555 mg, 1 .95 mmol) was dissolved in 
15 mL of DMF. EDC (373 mg, 1.95 mmol) and HOBt (264 mg, 1.95 mmol) were added 
and the resulting mixture was stirred at ambient temperature for 20 min during which 
time the solids went into solution. 4-Amino-4-cyano-piperidine-l-carboxylic acid ethyl 
ester (350 mg, 1.77 mmol) was dissolved in 5 mL of DMF and added to the solution of 
the active ester followed by addition of 2 mL of N-methylmorpholine, The resulting 
mixture was stirred at ambient temperature for 16 h. The volatiles were removed in 
vacuo and the resulting residue was dissolved in 200 mL of EtOAc and washed 
sequentially with 2x200 mL saturated sodium bicarbonate, 1x100 mL brine. The organic 
layer was dried over Na 2 S0 4 , decanted, and concentrated to a white solid. The solid was 
purified by column chromatagraphy on Si0 2 using as eluent 100% CH 2 C1 2 to 5% MeOH 
in CH 2 C1 2 to give the title compound as a white powder (51 lmg): m.p. 140-143 °C. 

EXAMPLE 4 

Morp holfoe-4-carboxvlic acid ri-f4-cvano-l-phenethvl-pipeiidin-4-ylcarbamoylV2- 
gyylQhgxyl-ethyl]-am|de 

(a) 4- Amino-4-cyano- 1 -phenethy Ipiperidine was prepared according to the procedure 
from Example 1, step a, starting with l-phenylethyl-4-piperidone. 

(b) The title compound was prepared starting from N-(4-Morpholinecarbonyl)-L- 
cyclohexyl alanine and 4-amino-4-cyano-l-phenethylpiperidine according to the 
procedure from Example 2, step b, except that the compound was purified by HPLC 
using a 20 x 250 mm Cig reverse phase column with the method being 30% acetonitrile in 
water to 100% acetonitrile. MS, m/z 496 - M+l. 
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EXAMPLE 5 

Morpholine-4-carhoxvlic a cid H-a-benzvl-4-cvano-DiDeridin-4-vlcarbamovn-2- 
c v cloh ex vl-e thvl) -amide 

(a) 4- Amino-4-cyano- 1 -benzylpiperidine was prepared according to the procedure 
from Example 1, step a, starting with l-benzyl-4-piperidone 

(b) The title compound was prepared starting from N-(4-Morpholinecarbonyl)-L- 
cyclohexyl alanine and 4-amino-4-cyano-l -benzylpiperidine according to the procedure 
from Example 2, step b, except that the compound was purified by HPLC using a 20 x 
250 mm Cu reverse phase column with the method being 30% acetonitrile in water to 
100% acetonitrile. MS, m/z 482 = M+l. 

EXAMPLE 6 

M orpholine-4-carhoxvlic acid 11 -f4-cvano-l-propvl-piDeridin-4-vlcarbamovn-2- 
cyclohexvl-e thvll-amide 

(a) 4- Amino-4-cyano- 1 -propylpiperidine was prepared according to the procedure 
from Example 1, step a, starting with l-propyl-4-piperidone. 

(b) The title compound was prepared starting from N-(4-Morpholinecarbonyl)-L- 
cyclohexyl alanine and 4-amino-4-cyano-l -propylpiperidine according to the procedure 
from Example 2, step b, except that the compound was purified by HPLC using a 20 x 
250 mm C|8 reverse phase column with the method being 30% acetonitrile in water to 
100% acetonitrile. MS, m/z 434 = M+l. 

EXAMPLE 7 
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4-CYang^-{3-mIol'ml-?-rf|il orPhQline-4-carbonvn -a inino l-proDionvi an ii»in}- 
Diperidine-l-carhoxvlic acid hensyl ester 

(a) A solution of sodium cyanide ( 1 052 mg, 2 1 .5 mmol), ammonium chloride ( 1 265 
mg, 23.65 mmol), and benzyl 4-oxo-l-piperidine-carboxylate (5.0 gm, 21.5 mmol), was 
prepared in 5 M ammonia in methanol (8.6 mL, 43 mmol). The solution was brought to 
reflux for 4 h and then allowed to cool to room temperature. The solution was then 
filtered and washed with methanol (100 mL) and the filtrate was concentrated in vacuo. 
The resulting oil was taken up in MTBE (250 mL) and filtered again. The filter cake was 
washed with MTBE (100 mL) and the filtrate was concentrated in vacuo to yield 4- 
amino-4-cyano-piperidine-l-carboxylic acid benzyl ester as a clear oil (3.5 g) which was 
used without further purification. 

(b) The title compound was prepared starting from N-(4-Morpholinecarbonyl)-L- 
cyclohexyl alanine and 4-amino-4-cyano-piperidine-l-carboxylic acid benzyl ester 
according to the procedure from Example 2, step b, except that the compound was 
purified by HPLC using a 20 x 250 mm Ci 8 reverse phase column with the method being 
30% acetonitrile in water to 100% acetonitrile. MS, m/z 526 = M+l. 

EXAMPLE 8 

Mprpholine-4-carboxvlic acid ri-(4-cvano-tetrahvdro- thiopvraii-4-vIcarbamovl^-2- 
cvclohexvl-ethvlj-amirie 

(a) 4-Amino-tetrahydro-thiopyran-4-carbonitrile was prepared according to the 
procedure from Example 7, step a, starting from tetrahydrothiopyran-4-one. 

(b) The title compound was prepared starting from N-(4-Morpholinecarbonyl)-L- 
cyclohexyl alanine and 4-amino-4-cyano-tetrahydrothiopyrane according to the procedure 
from Example 2, step b, except that the compound was purified by reverse phase HPLC 
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using a 20 x 250 mm Cis reverse phase column with the method being 30% acetonitrile in 
water to 100% acetonitrile. MS, m/z 409 = M+l. 



Morpholine-4-carboxvlic acid fl-(4-cvano-l-Pvrioiidin-2-vl-piperi(«n^ 
vlcarbamovn-2-cvclohexvl-ethvll-amide 

(a) 4- Arnino-4-cyano- 1 -pyrimidin-2-y 1-piperidine was prepared according to the 

10 procedure from Example 7, step a, starting with l-(pyrimidin-2-yl)-4-piperidone with the 
exception that a 2 M ammonia in methanol solution replaced the 5 M ammonia in 
methanol solution. 

(b) The title compound was prepared starting from N-(4-Morpholinecarbonyl)-L- 
15 cyclohexyl alanine and 4-amino-4-cyano- l-pyrimidin-2-y 1-piperidine according to the 

procedure from Example 2, step b, except that the compound was purified by HPLC 
using a 20 x 250 mm Ci8 reverse phase column with the method being 30% acetonitrile in 
water to 100% acetonitrile. MS, m/z 469 = M+l . 



Morpholine-4-carb oxvlic acid fl-f4-cvan(H2.6-diphenvl-piperidin-4-vlcarbamQYn-2- 
cyclohexvl-ethvll-amide 

25 (a) 4-Amino-4-cyano-2,6-diphenyl-piperidine was prepared according to the 
procedure from Example 9, step a, starting from 2,6-diphenyl-4-piperidone. 

(b) The title compound was prepared starting from N-(4-Morpholinecarbonyl)-L- 
cyclohexyl alanine and 4-amino-4-cyano-2,6-diphenyl-piperidine according to the 
30 procedure from Example 2, step b, except that the compound was purified by HPLC 
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using a 20 x 250 mm C 18 reverse phase column with the method being 30% acetonitrile in 
water to 100% acetonitrile. MS, m/z 544 = M+l. 

EXAMPLE 11 

M9rph9)ine-4-r3rh m |^^ 
3,3-dimethvl-hntvll-am^ 

(a) 2-Araino-4,4-dimethyl-pentanoic acid methyl ester 

2-Amino-4,4-dimethyl-pentanoic acid (1.00 g, 6.84 mmol) was suspended in 50 mL of 
methanol and cooled in an ice bath. Thionyl chloride (1.82 g, 15.0 mmol) was added 
dropwise, at which time all the acid went into solution. The reaction was then removed 
from the ice bath and heated to reflux for 3.5 h. The reaction mixture was concentrated in 
vacuo and the resulting solid (1 . 10 g) was used in the next step without further 
purification. MS, m/z 159.9 = M+l 

(b) 4,4-Dimethyl-2-[(morphoUne-4-carbonyl)-amino]-pentanoic acid methyl ester 

2-Amino-4,4-dimethyl-pentanoic acid methyl ester (5.35 g, 27.4 mmol) was dissolved in 
100 mL of dichloromethane. Hunig's base (7.07 g, 54.7 mmol) and 4- 
morpholinecarbonyl chloride (4.08 g, 27.4 mmol) were added and the reaction was stirred 
at ambient temperature 16 h. The reaction mixture was concentrated in vacuo and taken 
up in 150 mL EtOAc. A white precipitate formed and was filtered and washed with 
EtOAc. EtOAc solutions were combined and washed with 3 x 50 mL 1 N HC1 (aq), 3 x 
50 mL saturated NaHC0 3 (aq), and 1 x 50 mL brine. The organic layer was dried over 
Na 2 S0 4 , decanted, and concentrated to a white solid (6.33 g). MS, m/z 273 = M+l 

(c) N-(4-morpholinecarbonyl)-L-neopentyl glycine 
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4,4-Dimethyl-2-[(morpholine-4-carbonyl)-amino]-pentanoic acid methyl ester (6.33 g, 
23.2 mmol) was dissolved in 100 mL of THF and 50 mL of methanol. The solution was 
cooled on an ice bath and lithium hydroxide monohydrate (5.80 g, 1 16 mmol) was added 
as a suspension in 50 mL of water. The reaction was stirred at ambient temperature for 1 
h. Additional water was added to the reaction (25 mL) and the mixture was extracted 
with diethyl ether 2 x 75 mL. The organic layer was discarded. The aqueous layer was 
acidified to pH 2 with 20% HC1 (aq) and the product was extracted with 3 x 75 mL 
EtOAc. The EtOAc layer was washed with 1 x 50 mL brine and dried over Na 2 S04, 
decanted, and concentrated in vacuo to a white solid (5.85 g). MS, m/z 259 = M+l 

(d) Morpholine-4-carboxylic acid [l-(4-cyano-2,6-diphenyl-piperidin-4- 
ylcarbamoyl)-3,3-dimethyl-butyl]-amide 

N-(4-morpholinecarbonyl)-L-neopentyl glycine (214 mg, 0.83 mmol) was dissolved in 25 
15 mL of dichloromethane. EDC (175 mg, 0.91 mmol), HOBT (123 mg, 0.91 mmol), 4- 
amino-4-cyano-2,6-diphenylpiperidine (Example 10) (278 mg, 0.91 mmol), and N- 
methylmorpholine (420 mg, 4.2 mmol) were added to the solution. The reaction was 
stirred at ambient temperature for 16 h. The reaction was concentrated in vacuo and the 
resulting residue was dissolved in 150 mL of EtOAc. The EtOAc layer was washed with 
20 2 x 50 mL saturated NaHG0 3 , 1 x 50 mL brine, then dried over Na 2 S0 4 , decanted, and 
concentrated to an oil. Product was recrystallized from EtOAc/ hexanes to yield a white 
solid (42 mg). MS, m/z 518 = M+l 



EXAMPLE 12 

Mnr phnline-4-carboxv l ieacfd ri-fl-acetvl-4-cvano-piperidin-4-YlcarbamQylV2- 
cyclQhexyl-ethyl]-amWe 

(a) 4-Amino-4-cyano-l-acetylpiperidine was prepared according to the procedure 
30 from Example 9, step a, starting with l-acetyl-4-piperidone. 
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(b) The title compound was prepared starting from N-(4-morpholinecarbonyl)-L- 
cyclohexyl alanine and 4-amino-4-cyano-l-acerylpiperidine according to the procedure 
from Example 2, step b, except that the compound was purified by HPLC using a 20 x 
250 mm C l8 reverse phase column with the method being 30% acetonitrile in water to 
100% acetonitrile. MS, m/z 433 - M+l. 



EXAMPLE 13 



MprphoHne-4-carbPXYlicaH(t fl-(4-Cv a no - fetr a h vdrn-nvr a n-4. y l car h a mnvn-T^. 
dimethvl-hiitvll-amirlP 

(a) 4-Amino-4-cyano-tetrahydropyran was prepared according to the procedure from 
Example 1, step a, starting from tetrahydropyran-4-one. 

(b) The title compound was prepared starting from N-(4-morpholinecarbonyl)-L- 
neopentyl glycine (Example 1 1, step c) and 4-amino-4-cyano-tetrahydropyrane according 
to the procedure from Example 2, step b, except that the compound was purified by 
HPLC using a 20 x 250 mm C, 8 reverse phase column with the method being 30% 
acetonitrile in water to 100% acetonitrile. MS, m/z 367 = M+l. 



EXAMPLE 14 



Mprpholine-4-rgrfrPXYligayid H- f 4- cYano-tetr a h vdro-thiopvr a n-4.vic a rh a mn y i y ? |? - 
dimethvl-hi itvll-amidft 

The title compound was prepared starting from N-(4-Morpholinecarbonyl)-L-neopentyl 
glycine (Example 1 1, step c) and 4-amino-4-cyano-tetrahydrothiopyran (Example 8) 
according to the procedure from Example 1, step d, except that the compound was 
purified by HPLC using a 20 x 250 mm C, 8 reverse phase column with the method being 
30% acetonitrile in water to 100% acetonitrile. MS, m/z 383 - M+l. 
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EXAMPLE 15 



Mnrpholine-4-carhnxvlic a cid [HI -ben7^M-cvano-P»peridin-4-v)carbanwvn-3i3- 
dimethyl-butyH-amide 

The title compound was prepared starting from N-(4-Morpholinecarbonyl)-L-neopentyl 
glycine (Example 11, step c) and 4-amino-4-cyano-l-benzylpiperidine (Example 5, step 
a) according to the procedure from Example 1 , step d, except that the compound was 
purified by HPLC using a 20 x 250 mm Ci 8 reverse phase column with the method being 
30% acetonitrile in water to 100% acetonitrile. MS, m/z 456 = M+l. 



Mnrpholine-4-gflrhnxvlic a cid f 1 -ri-isoproDvl-4-cvano-piperidin-4-V>carframQYl)-3.3- 
dim eHivl-hutvll-amide 

(a) 4- Amino-4-cyano- 1 -isopropylpiperidine was prepared according to the procedure 
from Example 1, step a, starting from l-i-propyl-4-piperidone. 

(b) The title compound was prepared starting from N-(4-morpholinecarbonyl>L- 
neopentyl glycine (Example 1 1, step c) and 4-amino-4-cyano-l -isopropylpiperidine 
according to the procedure from Example 1, step d, except that the compound was 
purified by HPLC using a 20 x 250 mm Ci 8 reverse phase column with the method being 
30% acetonitrile in water to 100% acetonitrile. MS, m/z 456 = M+l. 



Mnrphftline-4.carhoxvlic acid fl-fl-phenethvl-4-cvano-PlPeridin-4-vlcarbamOYl)- 
T3.dimethvMnitvll-ainide 



EXAMPLE 16 



EXAMPLE 17 
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The title compound was prepared starting from N-(4-morpholinecarbonyl)-L-neopentyl 
glycine (Example 11, step c) and 4-amino-4-cyano-l-phenethylpiperidine (Example 4) 
according to the procedure from Example 1, step d, except that the compound was 
purified by HPLC using a 20 x 250 mm Ci 8 reverse phase column with the method being 
30% acetonitrile in water to 100% acetonitrile. MS, m/z 470 = M+l. 



EXAMPLE 18 

MprphPline-4-carbQXYlic acid U -fl -n-nronvl-4-cv a nn-pi p e ridin-4-vlp a rbamovn-.l r ^- 
dimethvl-butvll-amide 

The title compound was prepared starting from N-(4-morpholinecarbonyl)-L-neopentyl • 
glycine (Example 1 1 , step c) and 4-amino-4-cyano-l-«-propylpiperidine (Example 6) 
according to the procedure from Example 1, step d, except that the compound was 
purified by HPLC using a 20 x 250 mm C i8 reverse phase column with the method being 
30% acetonitrile in water to 100% acetonitrile. MS, m/z 408 = M+l. 

EXAMPLE 19 

4-CvanQ-4-{3 < 3-dimethvl-2-f(morpholine-4-carhnnvn - aminn]-p ftnt anovlaminft}- 
Diperidine-1-carhnYvli c acid benzyl csfftr 

The title compound was prepared starting fromN-(4-morpholinecarbonyl)-L-neopentyl 
glycine (Example 1 1, step c) and 4-amino-4-cyano-piperidine-l-carboxylic acid benzyl 
ester (Example 7, step a) according to the procedure from Example 1, step d, except that 
the compound was purified by HPLC using a 20 x 250 mm Qg reverse phase column 
with the method being 30% acetonitrile in water to 100% acetonitrile. MS, m/z 500 = 
M+l. 
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EXAMPLE 20 

Morpholine-4-pflrhoxvlic a c id p-fl-aceM^-cvano-piperidin^-YkarbamQvn-3.3- 
djwiethyHtnityll-amide 

(a) l-Acetyl-4-amino-piperidin-4-carbonitrile 

l-Acetyl-4-amino-piperidin-4-carbonitrile was prepared from N-acetyl-4-piperidone 
according to the procedure from Example 9, step a. 

(b) The title compound was prepared starting from l-Acetyl-4-amino-piperidine-4- 
carbonitrile andN-(4-morpholinecarbonyl)-L-neopentyl glycine (Example 11, step c) 
according to the procedure from Example 11, step d and purified by reverse phase HPLC 
(43 mg). MS, m/z 408 = M+l . 



EXAMPLE 21 

Mnrphnline-4-Mrhnxvlic ac i d fl-ri-henzovl-4-cvano-piperidin-4-vlcarbamoyi)-3,3- 
djmethyl-bHtvll-amjde 

(a) 4-Amino-l-benzoyl-piperidine-4-carbonitrile was prepared from N-benzoyl-4- 
piperidone according to the procedure from Example 9, step a. MS, m/z 168 = M+l 

(b) The title compound was prepared starting from 4-amino- 1 -benzoyl-piperidine-4- 
carbonitrile and N-(4-morpholinecarbonyl)-L-neopentyl glycine (Example 1 1, step c) 
according to the procedure from Example 11, step d and purified by reverse phase HPLC 
(66 mg). MS, m/z 470 = M+l 

t 

EXAMPLE 22 
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4-rvano-4-f4>4-Himethvt-2- Kmorpholine-4-carbonvn-aminol-pentanovlaminQ)- 
piperidine-l-carhnxvlic acid ethvl ester 

(a) 4- Amino-4-cy ano-piperidine- 1 -carboxylic acid ethyl ester was prepared according 
to the procedure from Example 1, step a, from 4-oxopiperidine-l -carboxylic acid ethyl 
ester. 

(b) The title compound was prepared starting from 4-Amino-4-cyano-piperidine-l- 
carboxylic acid ethyl ester andN-(4-morpholinecarbonyl)-L-neopentyl glycine (Example 
11, step c) according to the procedure from Example 11, step d and purified by reverse 
phase HPLC (67 mg). MS, m/z 438 = M+l 

EXAMPLE 23 

Morpholine-4-carhoxvlic acid (l-f4-c yano-l-f2-dimethvlamino-acetvn-piperidin-4- 
ylcarhamovll-2-cvclohexvl-ethvll-amide ~» 

The title compound was prepared from N.N-dimethylaminoglycine and morpholine-4-carboxylic 
acid [l-(4-cyano-piperidin^-ylcarbamoyl)-2-cyclohexyl-ethyl]-amide hydrochloride using the 
coupling method described in Example 1-part (d). The product was purified by reverse phase 
preparative HPLC to give the title compound as an off-white solid; MS, m/z 477 = M+l. 

EXAMPLE 24 

4-Acetvlaminn-Ar41-(4^van n-tetrahvdro-nvran-4-vlcarbainovn-2-CVCl0heXY»-ethvM- 
henzamide 

(a) r-Butoxycarboxylic acid [l-(4-cyano-tetrahydro-pyran-4-ylcarbamoyl)-2-cyclohexyI- 
ethyl]-amide. 
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/-Butoxycarboxylic acid [ l-(4-cyano-tetrahydro-pyran-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
amide was prepared from N-Boc-L-cyclohexylalanine and 4-amino-4-cyano-tetrahydropyran by 
the method of Example 2-part (b). The product was used in the next step without further 
purification. 

(b) [l-(4-cyano-tetrahydro-pyran-4-ylcarbamoyl)-2-cyclohexyl-ethyll-amine hydrochloride. 

f-Butoxycarboxylic acid [ l-(4-cyano-tetrahydro-pyran-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
amide (1000 mg, 2.62 mmol) was dissolved in 15 mL of 4 M HC1 in dioxane. The solution was 
stirred at ambient temperature for 1 hr. The volatiles were removed in vacuo and the resulting 
paste was triturated with 25 mL of diethyl ether to give a fine white solid that was collected by 
filtration and dried in vacuo. The product was used without further purification. 



(c) 4-Acetylamino-A'-[l-(4-cyano-tetrahydro-pyran-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
benzamide. 

4-Acetamidobenzoic acid (353 mg, 1.98 mmol), EDC (378 mg, 1.98 mmol), and HOBT (268 
mg, 1.98 mmol) were combined in 15 mL of DMF and stirred for 20 min. Solid [l-(4-cyano- 
tetrahydro-pyran-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-amine hydrochloride (625 mg, 1.98 mmol) 
was added. The reaction was stirred for 16 hours. The volatiles were removed with a pump and 
the resulting residue was triturated, with rapid stirring, with 250 mL of saturated aqueous sodium 
bicarbonate. The resulting solid was collected by filtration and washed with 250 mL of water. 
The solid was dried in vacuo to give the title compound (250 mg); MS, m/z 441 » M+l. 

Following the above procedures the following compounds can be synthesised; 

4-Chloro-N-[ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
benzamide 

N-[ 1 -(4-Cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-4-methoxy- 
benzamide 
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N-[l-(4-Cyano-l-me%l-piperidin-4-ylcaA^^ 

Pyrazine-2-carboxylic acid [l-(4-Cyano-l-methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide 

N-[ 1 -(4-Cyano- 1 -me%l-piperid^ 
benzamide 



Furan-2-carboxylic acid [ 1 -(4-cyano- 1 -methy l-piperidin-4-y lcarbamoyl)-2-cyclohexyl- 
ethyl]-amide 

Thiophene-2-carboxylic acid [ 1 -(4-cyano- 1 -methy l-piperidin-4-y lcarbamoyl)-2- 
cyciohexyl-ethyl]-amide 

5-Chloro-thiophene-2-carboxylic acid [ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide 

N-(4-Cyano-l-methyl-piperidin-4-yl^ 
propionamide. 



MorphoIine-4-carboxvlic acid H>f4-cvano-l>methv l-piperidin-4-vlcarbaniQyn-3.3-diinethyl- 
butylj-amide 

(a) f-Butoxycarboxylic acid [l-(4-cyano-l-methyl-piperidin-4-ykarbamoyl)-3,3- 
dimethyl-butyl]-amide. 

f-Butoxycarboxylic acid [ 1 -(4-cyano- 1 -methyl-piperidin-4-yIcarbamoyl)-3 ,3-dimethyl-butyl]- 
amide was prepared from N-Boc-L-neopentylglycine and 4-amino-4-cyano-l-methyl-piperidine 
by a method analogous to that of Example 2-part (b). The product was used without further 
purification. 

(b) [l-(4-cyano-l-methyI-piperidin-4-ylcarbamoyl)-3,3-dimethyl-butylI-amine 
dihydrochloride. 



EXAMPLE 25 
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[l-(4-Cyano-l-methyl-piperidin^-ylcarbamoyl>^ 

prepared by a method analogous to that of Example 24-part (b). The product was used without 
further purification. 

5 

(c) Morpholine-4-carboxylic acid [l-{4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-3^- 
dimethyl-butyl]-amide. 

[1^4^jyano-l-methyl-piperito 

10 mg, 1.03 mmol) was mixed in 10 mL of DMF to which was added 1 mL of N-methyl morpholine 
followed by addition of 4-morpholine carbonyl chloride (180 mg, 1.20 mmol) as a solution in 5 
mL of DMF. The reaction was stirred for 16 hours at which time the volatiles were removed in 
vacuo. The residue was redissolved in 150 mL of EtOAc and washed sequentially with 50 mL of 
saturated aqueous bicarbonate and 50 mL of brine. The organic layer was dried over sodium 

15 sulfate, decanted and concentrated. The product was purified by flash chromatography on silica 
gel using 100% methylene chloride to 12 % methanol in methylene chloride as eluent to give the 
title compound as a thick oil (85 mg); MS, m/z 380 = M+l. 

Following the above procedures the following compounds can be synthesised; 

20 

4-Chloro-N-[lK4-cyano-l-memyl-piperidin^-ylcarbamoyl)-3,3-dimethyl-butyl]- 
benzamide 

N^l-(4-cyano-l-memyl-piperidm^-ylcarbamoyl)-3,3-dimethyl-butyl]-4-methoxy- 
25 benzamide 

N-[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)^,3-dimethyl-butyl]-isonicotinamide 

Pyrazine-2-carboxylicacid[l<4-cyano-l-methyl-piperidin-4-yIcarbamoyl)-3,3-dimethyl- 
30 butyl]-amide 

156 



WO 01/19816 



7US00/23584 



Furan-2-carboxylicacid[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-3,3-dimethyl- 
butylj-amide 

Thiophene-2-carboxylic acid [ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide 

4,4-Dimethyl-2-(2-thiophen-2-yl-acetylamino)-pentanoicacid(4-cyano-l-methyl- 
piperidin-4-yl)-amide 

N-[ l-(4-Cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-3,3-dimethyl-butyl]-3-phenoxy- 
benzamide 

5-Chloro-thiophene-2-carboxylic acid [l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide. 

EXAMPLE 26 

4-AcetvlaminQ-A^l-f4-cvano-l-methvl-DiDeridin-4-vlcarhamnvn-2-rv plohexvl-cthvl]- 
hfinzamidfi 

The title compound was prepared by a method analogous to that of Example 24; MS, m/z 454 
M+l. 

EXAMPLE 27 

4- Ac ctvlamino-A^41-f4-cvaoo-l-methvI-piperidin^-vlcarbamovlV3.3-dimethvl-butvn 
bsnzamidfi 

The title compound was prepared by a method analogous to that of Example 24; MS, m/z 428 
M+l. 
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EXAMPLE 28 

4-rvano-4-(3-cyclnhfeyvl-2-ffmorphoU n e-4-carhonvlVaminol-DronionY»amiiio}-pipmd^ 
1-carboxvlic acid /-butyl ester 

(a) 4-Amino-4-cyano-piperidine-l-carboxyIic acid t-butyl ester. 

4-Amino-4-cyano-piperidine-l-carboxylic acid t-butyl ester was prepared by a method analogous 
to that of Example 3-part (a). The product was used without further purification. 

(b) 4-Cyano-4-{3-cyclohexyl-2-[(morphoUne-4-carbonyl)-amino]-propionylamino}- 
piperidine-l-carboxylic acid /-butyl ester. 

4-Cyano-4-{3-cyclohexyl-2-[(morpholine-4-carbonyl)-amino]-propionylamino}-piperidine-l- 
carboxylic acid /-butyl ester was prepared by a method analogous to that of Example 3-part (b); 
MS, m/z 391, M- /-butoxycarbonyl). 

EXAMPLE 29 

lUnrphnline-4-earhnxvlic ac id [] -/4-cvano-nineridin-4-vlcarbamovn-2-CVCloheXYl-ethvH- 
ajnide hydrochloride 

4-Cyano-4-{3-cyclohexyl-2-[(morpholine-4-carbonyl)-amino]-propionylamino}-piperidine-l- 
carboxylic acid /-butyl ester (1000 mg, 2.03 mmol) was dissolved in 20 mL of 4 M HC1 in 
dioxane and stirred for 1 hour at which time the volatiles were remove in vacuo. The resulting 
residue was triturated with 100 mL of diethyl ether and the resulting solid was collected by 
filtration under inert atmosphere (the solid is very hygroscopic) and washed 2x50 mL of diethyl 
ether and dried in vacuo to yield the title compound as a bright white powder (802 mg); MS, m/z 
392, M-35). 

EXAMPLE 30 
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MorphoIine-4- carboxvIic acid (144-cvano4-a--inethvl-ethvlVpiperidin^vlcarbamovl1-2- 
cyclohexvl-ethvll-amide 

(a) 4-Amino-4-cyano-l-(l-methyl-ethyl)-piperidine. 

4-Araino-4-cyano-l-(l-methyl-ethyl)-piperidine was prepared by a method analogous to that of 
Example 1 -part (a). The product was used without further purification. 

(b) Morpholine-4-carboxylic acid {l-[4-cyano-l-(l-methyl-ethyl)-piperidin-4- 
yIearbamoyI]-2-cyclohexyl-ethyl}-amide. 

Morpholine-4-carboxylic acid {l-[4-cyano-l-(l-methyl-ethyl)-piperidin-4-ylcarbamoyl]-2- 
cyclohexyl-ethyl} -amide was prepared by a method analogous to that of Example 1-part (d); MS, 
m/z434 = M+l. 

EXAMPLE 31 

Morpholine-4-carboxvlic aci d {1 ^3-cvano-l-benzvl-Dvrrolidin-3-vlcarbamovU-2- 
cyclohexvl-ethvll-amide 

(a) 3-Amino-3-cyano-l-benzylpyrrolidine. 

3-Amino-3-cyano-l-benzylpyrrolidine was prepared by a method analogous to that of Example 
1-part (a) with the exception that no sodium carbonate was added to the reaction mixture. The 
product was extracted from the crude reaction with 3x100 mL of EtOAc and was used without 
purification. 

(b) Morpholine-4-carboxylic acid {l-[3-cyano-l-benzyl-pyrroUdin-3-ylcarbamoyl]-2- 
cyclohexyl-ethyl}-amide. Separated diastereomers. 
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Diastereomeric morpholine-4-carboxylic acid {l-[3-cyano-l-benzyl-pyrrolidin-3-ylcarbamoyl]- 
2-cyclohexyl-ethyl}-amide was prepared by a method analogous to that of Example 1-part (d). 
The purification was done by reverse phase preparative HPLC (Hypersil HyPURITYTM,C18 
column, 250 x 21.2 5\i) to separate the two diastereomers; MS, m/z 468 = M+l. 

EXAMPLE 32 

Mnrpholine-4-carhoxvlic a c id ri-f4-cvano-2.6-dimethvl-piperidin-4-vlcar|>qmoYn-2- 
cyclphexyl-ethyll-amide 

(a) Cis-2,6-dimethyl-4-piperidone. 

Into a mixture of dimethyl acetonedicarboxylate (10 g, 57.4 mmol) and acetaldehyde (4.4 g, 100 
mmol) maintained at -25 °C was bubbled ammonia until the solution was saturated (careful 
bubbling required due to exothermic dissolution of NH 3 ). The resulting solution was stored at 0 
°C for 20 hours, by which time it was a white sludge. To this was added 25 mL of 3 N 
hydrochloric acid and the solution was heated on the steam-bath. Carbon dioxide began to 
evolve soon, but after 24 hours was still evolving very slowly. The solution was evaporated 
almost to dryness. To the tan heavy precipitate was added 25 mL of water and the solution was 
again evaporated. To the residue was added a solution of 10 g of sodium carbonate in 45 mL of 
water and 20 mL of chloroform. The layers were shaken and separated. The water layer was 
extracted six times with 20 mL protions of methylene chloride. The organic layers were dried 
over magnesium sulfate and concentrated to give the desired crude product which was used 
without further purification. 

(b) 4-Amino-4-cyano-2,6-dimethyl-piperidine. 

To a mixture of ammonium chloride (0.58 g, 9.98 mmol), sodium cyanide (0.50 g, 1 1.0 mmol), 
ammonium hydroxide (2 mL) was added a solution of cis-2,6-dimethylpiperidone (1.27 g, 9.98 
mmol) in 5 mL of methanol. The resulting mixture was refluxed for 4 hours. The reaction 
mixture was evaporated to dryness and the residue was taken up in 50 mLEtOAc, washed with 
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saturated sodium bicarbonate 3 x 50 mL. The organic layer was evaporated to dryness and 
purified by flash chromatography on silica gel using 90 to 9 methylene chloride and methanol to 
give the desired product. 

5 (c) Morpho!ine-4-carboxyIic acid [l-(4-cyano-2,6-dimethyl-piperidin-4-ylcarbamoyl)-2- 
cycIohexyl-ethyl]-amide. 

The title compound was prepared by the standard method of Example 1-part (d); MS, m/z 420 = 
M+l. 



EXAMPLE 33 

Morpholine-4-carboxvlic acid ri-f4-cvano-lJ-dimethvl-piDeridin-4-vlcarbamovn-2- 
cyclohexyl-ethyl]-amp<te 

(a) l,3-DimethyI-4-piperidone hydrochloride. 



To a solution of methylamine (100 mL of 2.0 M solution in methanol) was added, over the 
course of 1 hour at 0 °C, a solution of methyl methacrylate (30.2 g, 300 mmol) in 20 mL of 
20 methanol. The resulting solution was allowed to stand for three days, at which time the volatiies 
were removed on a rotovap and the residue was vacuum distilled to give the desired product as a 
clear oil, b.p. 48-49 C at 8.5 mm. The oil was dissolved in 100 mL of methanol and methyl 
acrylate (14.8 g, 200 mmol) was added and the reaction was allowed to stand for 3 days. The 
volatiies were removed. 

25 

30 mL of Xylene was prepared over sodium (2.42 g) and refluxed for 2 hours and cooled to 60 
°C. To this mixture was added the diester and the reaction was refluxed until the sodium 
particles had disappeared. The resulting dark red liquid was cooled and poured into 150 mL of 
ice water. The phases were separated and the xylene extracted with 50 mL of concentrated 
30 hydrochloric acid and, after washing with 50 mL of isopropyl ether, the aqueous layer was 

cooled, basified with potassium carbonate and extracted eight times with 75 mL portions of ethyl 
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ether. The combined ethereal extracts were dried over potassium carbonate and treated with 
excess dry ethereal hydrogen chloride; the resulting salt was filtered and dried. 

The salt was taken up in 60 mL of 6 N hydrochloric acid and heated on a water bath for three 
5 hours, at the end of which time the initially vigorous carbon dioxide evolution had become 
negligible. The resulting solution was evaporated to dryness and dried in vacuo, to yield 1,3- 
dimethyl-4-piperidone hydrochloride (5g) which was used in the next step without further 
purification. 

10 (b) 4-Amino-4-cyano-l^-dimethylpiperidine. 

The title compound was prepared as described in the previous example for 4-amino-4-cyano-2,6- 
dimethylpiperidine. The crude product was used in the next step without further purification. 

15 (c) Morpholine-4-carboxylic acid [l-(4-cyano-l,3-dimethyI-piperidin-4-ylcarbamoyl)-2- 
cycIohexyl-ethyl]-amide. 

The title compound was prepared as in Example 1-part (d); MS, m/z 420 = M+l . 

20 EXAMPLE 34 

4-r y ann^-{3-cvclohexv^ 
pipeririine-l-carboxvlic acid ethvl ester 

25 The title compound was prepared by a method analogous to that of Example 24; MS, m/z 512 = 
M+l. 

EXAMPLE 35 

30 4-Acetvlamino-A^l-(4-cvano- 
benzamide 
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^»^-^b y a^^ ogo „ stottaofEMmple24;Ms>m/253 ^ 



EXAMPLE 36 

kcetvlamtr 



EXAMPLE 37 



= M+1 

20 



EXAMPLE 38 

<h£ wutm*&Mw l h m ^m^o hshml 1 M,h„„,n ,.„ , . 



EXAMPLE 39 

30 ^^^^^ 
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The title compound was prepared by a method analogous to that of Example 24; MS, m/z 397 = 
M+l. 

EXAMPLE 40 

4-Acetylamino- J /V-l1-l4-cyano-l-f2-phenvl-ethvn-DiDeridin-4-vlcarbamovll-2-cvclohexvl- 
gthyH}-benzamjd<» 

The title compound was prepared by a method analogous to that of Example 24; MS, m/z 544 = 
M+l. 

EXAMPLE 41 

4-fAcetylam ino-methvn-^-fl-f4-cvano-l-methvl-piperidin-4-vlcarbamovn-2-cvclohexvl- 
ethvl|-benzamide 

(a) 4-(Acetylamino-methyl)-benzoic acid. 

Methyl-4-(acetylamino-methyl)-benzoate was prepared from acetic acid and methyl 4- 
(aminomethyl)benzoate using a method analogous to that of Example 1-part (d). The crude N- 
acyl ester was saponified using a method analogous to that of Example 1-part (c). The crude 
product was used without further purification. 

(b) 4-(Acetylamino-methyl)-iV-[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyI-ethyl]-benzamide. 

The title compound was prepared by a method analogous to that of Example 24-part (c); MS, m/z 
468 = M+l. 

EXAMPLE 42 
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(a) 3-Amino-3-cyano-8-iiiethyl-8.a2a-bicyclo[3.2.1]octane. 

5 

Tte -Wft was prepared from tropinone u S i„ g a method tmalogous ,„ ^ olBxmple 
part (a). ~ * 

(b) Morpholine^-carboxylic acid [l^-cyano^ethyl-g-aza-bicycloIS.l^ocM- 
10 y ,ca «-bamoyI)-2-cyclohexyI-ethyl].amide. 

15 EXAMPLE 43 

Mt^^rhnllr . rMn fl h,H i , ran ^„^ 

20 (a) I ^^amlnii<lo,l-W.beiiz<iia M le p .toi U e„e sl uf„„a(e. 

su.fo„ic acid hydrate (19.2 g, .00 mmo,) h dh— was refluxed for 24 hours. The reacdoa 

2 S Zt T ' 0r00mtemI,eratorea " d ™ Sdi, ^-*^.^vi g o rously , 
2S ftetfiltered The filter cake was washed with ether and reoystallized from ethanol to give the 
desired product as a white solid. 

(b) MorphoIine-4-carboxylic acid H-d-carbamimidoyM-cyano-pfperidin^ 
ylcarbamoyl^-cyclohexyl-ethylj-amidep-toiuenesulfonate. 
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Morpholine-4-carboxylic acid [ 1 -(4-cyano-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-amide 
hydrochloride (0.2 g, 0.47 mmol) was dissolved in 3 mL of DMF and 2 equiv of Hunig's base 
was added followed by l-carbamimidoyl-l,2,3-benztriazole p-toluenesulfonate (0.16 g, 0.47 
mmol). The reaction was stirred 24 hours at which time the solvent was removed in vacuo. The 
resulting paste was purified by preparative HPLC to give the title compound; MS, m/z 434, 
M+l- /?-toluene sulfonate). 



4-Acctvlaminn-/V-f1-f4-cvano-tetrahvdr o-pvran-4-vlcarbamovn-3,3-dimethvH)Wtvn 
hen/amide 

4-Amino-4-cyano-tetrahydropyran prepared according to the procedure from Example 1, 
step a, starting from tetrahydropyran-4-one. 

The title compound was prepared from 4-amino-4-cyano-tetrahydropyran, L-neopenyyl 
glycine and 4-acetylaminobenzoic acid analogous to the procedure described in Example 



M nr pholine-4-parhoxvlic acid fl-f4-cvan n-1 -methanesnlfonvlHPiperidtn^-vkarpamovn-2- 
pyrlnhexvl-ethvtl-amide. 

The title compound is prepared by treatment of morpholine-4-carboxylic acid [l-(4-cyano- 
piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-amide hydrochloride with methanesulfonyl 
chloride and a tertiary amine base such as W-methylmorpholine in a solvent such as methylene 
chloride. 



EXAMPLE 44 



24. 



EXAMPLE 45 



EXAMPLE 46 
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4^A££Maminn-pipf rifK nP \ carboYyiir acH r tu „ 

EXAMPLE 47 

10 

EXAMPLE 48 

15 Mor P ho ^"M-rar toUc acid [Hl^nzvlrarh,,™ ,„ 

EXAMPLE 49 



The title compound is prepared from morpholine-4-carboxylic acid fl U 

a tertiary amine base such as Mmethylmorohol i ^ " * ° f 

30 ^ethylmorphohne m a solvent such as methylene chloride. 



EXAMPLE 50 
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Morpholine- 4-carboxvlic acid {l-[4-cyano-l>fmorpholine-4-carbonvn-piperidin-4- 
ylcarbamovn-3.3-dimethvl-butvl1-amide. 

The title compound is prepared from morpholine-4-carboxylic acid [l-(4-cyano-piperidin-4- 
ylcarbamoyl)-3,3-dimethyl-butyl]-amide hydrochloride and 4-morpholine carbonyl chloride in 
the presence of a tertiary amine base such as N-methylmorpholine in a solvent such as methylene 
chloride. 



Morpholine-4-carboxylic acid fl-{4-cy ano-l-[fpyridin-3-vImethviVcarbamovl1-piperidin-4- 
ylcarbamoyl}>3.3-dimethvl-butvn-amide. 

The title compound is prepared from moipholine-4-carboxyiic acid [l-(4-cyano-piperidin-4- 
ylcarbamoyl)-3,3-dimethyi-butyl]-amide hydrochloride and 3-pyridyI-methyl isocyanate in the 
presence of a tertiary amine base such as ^-methylmorpholine in a solvent such as methylene 
chloride. 



Morpholine-4-cflrhoxvlic acid {l-[4-c vano-l-f4-methyl-piperazine-l-carbonv»Vpiperidin-4- 
ylcarbamovn-2-cvclohexvl-ethvil-amide. 

The title compound is prepared from morpholine-4-carboxylic acid [l-(4-cyano-piperidin-4- 
ylcarbamoyl)-2-cyclohexyl-ethyl]-amide hydrochloride and 4-methyl-piperzine carbonyl 
chloride in the presence of a tertiary amine base such as Af-methylmorpholine in a solvent such as 
methylene chloride. 



EXAMPLE 51 



EXAMPLE 52 



EXAMPLE 53 
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4 = (4-Cy^- { 3-c^^ 

PiDeridin-1-vh.butvrir a Hrf t 

The title compound is prepared from morpholine-4-carboxylic acid [l-(4-c ya no-piperidin-4- 
5 ylcarbamo y l).2-c y clohex y l-ethyl >am id e hydrochloride and 4-bromo-butyric acid in the presence 
of a hmdered tertiary amine base such as Hunig's base in a solvent such as methylene chloride. 

EXAMPLE 54 

CVcloheYvl-rthYq-^jTff, 

The title compound may be prepared from morpholine-4-carboxyIic acid [l-(4-cyano-piperidin- 
4-ylcarbamoyl)-2-cyclohexyl-ethyl]-amide hydrochloride and 1-ethoxy-l-trimethylsilyloxy- 
15 cyclopropane using a reducing agent such sodium cyanoborohydride in a solvent system such as 
acetic acid in methanol. 



EXAMPLE 55 

20 ^rpholinM-THr^Tylic^fd (1-f4-mno-t-r2-d im ^v, am ^ ff _^. yn t 
YlcarpamoYn-2-rvrlohPYvl-ethviy fl m,^ fi 

The title compound is prepared by the method of Example 33. 
25 EXAMPLE 56 

elvl^-amirtf, V no-1 phenyl vlcarbamnvl) 7 r yr 

30 The title compound is prepared by a method analogous to that of Example 58. 
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EXAMPLE 57 



Morpholine-4-carboxvlic acid {1-r4-cvano-l-fl.l-dimethvl-ethvn-DiDeridin-4-vlcarbamovn- 
2-c y clQhexyH*hy)}-amjde, 

The title compound can be prepared by a method analogous to that of the method of Example 59. 



Morpholine-4 -carhoxvlic acid f 1 -f4-cvano- l-phenvl-piperidin-4-vlcarbamovn-3.3- 
dimethyl-butvll-amide. 

(a) iV-Phenyl-4-piperidone. 



l,4-Dioxa-8-azaspiro[4.5]-decane (2.0 g, 14.0 mmol, 1.0 equiv), Pd 2 (DBA) 3 (0.31 g, 0.34 
mmol, 0.024 equiv), BINAP (0.64 g, 1.0 mmol, 0.073 equiv), NaO-/-Bu (3.9g, 41 mmol, 
3.0 equiv) and bromobenzene (2.6 g, 17.7 mmol, 1.3 equiv) were combined under Ar in 
50 mL of dry toluene. The resulting mixture was refluxed under Ar for 4 h. The reaction 
mix was cooled and poured into 250 mL of saturated sodium bicarbonate solution. The 
product was extracted with 3 x 100 mL CH2CI2. The organic extracts were combined and 
concentrated. The product was purified by flash chromatography on Si0 2 using 50% 
hexanes in CH 2 C1 2 to pure CH 2 C1 2 to give the iV-phenyl ketal (2.9 g). The purified ketal 
was dissolved in mixture of 50 mL 1,4-dioxane, 50 mL water, and 20 mL concentrated 
HC1. The mixture was refluxed for 3 h at which time mass spectrometry showed 
disappearance of the starting ketal. The cooled mixture was carefully poured into 600 



EXAMPLE 58 
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ea organic extracts were combined and dried over Na,qn w tJ 
and concentrated to a red oil (2 3 • u Na 2 S0 4) decanted 

1 76= M+ , . ( 8> ^ ^ ^ purification; MS, m/z 



(b) 



4-Amino-4-cyano-l-phenyl-pi P eri d ine. 




A^Phenyl-4-piperidone(2.3e 13mmoI in- • . 

in MeOH aad NaCN (0 U , , JZ , , e ' 7 ^ " 26 ^ ° f 2 M ** 

Purified by flash *« W „„ Si0j J^** "* - 
CH2CI2 to give fte pure ^ 8 mth 100/„ OfcCfc and 2% MeOH in 

^»SMW z LmT • 92g,aSa,hKk ^°«wWch S „ Ii d i fled„ n 
WMoipholiae^cart,,, „ M 

( ^'-P^-P.pendin^cartaoyO-W. 
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N-(4-morpholinecarbonyl)-L-neopenylglycine (0.2 g, 0.97 mmol, 1.0 equiv) and EDC 
. (0.19 g, 0.97 mmol, 1.0 equiv) were combined in 10 mL of CH2CI2 and stirred for 15 rnin 
at room temperature. A solution of 4-amino-4-cyano-l-phenyl-piperidine (0.20 g, 0.97 

5 mmol, 1.0 equiv) in 5 mL of CH 2 C1 2 and iV-methyl-morpholine (0.3 1 g, 3.1 mmol, 4.0 
equiv) were added and stirring was continued for 16 h. The reaction was concentrated in 
vacuo and the residue was triturated with 100 mL saturated sodium bicarbonate solution 
with rapid stirring for 2 h. The resulting solid was collected by filtration and 
recrystallized from CH 3 CN and water (2 to 1) to yield the title compound as an off-white 

10 solid (165 mg, 39%); MS, m/z 443=M+1. 

Following the above procedures the following compounds can be synthesized: 

Morpholine-4-carboxylie acid {l-[4-cyano-l-(2~methoxy-phenyl)-piperidin-4- 
15 ylcarbamoyl]-3,3-dime%l-butyl}-amide 

Morpholine-4-carboxylic acid { l-[4-cyano-l-(3-methoxy-phenyl)-piperidin-4- 
y lcarbamoy l]-3 ,3 -dimethyl-butyl } -amide 

20 Morpholine-4-carboxylic acid {l-[4-cyano-l-(4-methoxy-phenyl)-piperidin-4- 
ylcarbamoyl]-3,3-dimethyl-butyl}-amide 

Morpholine-4-carboxylic acid { l-[4-cyano-l-(2-methyl-phenyl)-piperidin-4- 
ylcarbamoyl]-3,3-dimethyl-butyl}-amide 
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10 



ylcarbamoyl]-3,3-dimethyl.butyl}-amide 

5 Morpholine-4-carboxylicacid {H^ano-l^^^ 
ylcarbamoyl]-3,3-dimethyl-butyI}-amide 

Morpholine-4-carboxylic acid {l-[4-cyano- H 2-phenyl- P h e „yl). piperi ^ 
ylcarbamoyl]-3,3-dimethyl-butyl}-amide 

Moxpboline-4-carboxylio acid {l-^-cyano-i^-phenyl-phenyO-pipendin^ 
yIcarbamoyl]-3,3-dimethyl-butyl}-amide 

Morpholine-4-carboxylic acid {l-[4-cyano-l-(4-phenyl-phenyl).pipendin-4- 
15 ylcarbamoylJ-S^-dimethyl-butylJ-amide 

Morpholine-4-carbaxylic acid {l-^yano-H2- m ethox y -phen y l> P ipendin^ 
y Icarbarao y I]-2-c y clohex y I-eth y l}-amide 

20 Moipholine-4-carbox y lic acid f l-r4-cvann 1 n l » . 

j di/iu \i L 4 c y ano-l-(3-methox y -phen y l)-piperidin-4- 

y lcarbamo y l]-2-c y clohex y I-eth y l}-amide 

Morpholine-4-carboxylic acid { W4-c y ano-^ 
y lcarbamo y l]-2-c y clohex y l-eth y l}-amide 



25 



Morpholine^-carboxylic acid {l-^cyano-l^-methyl-phen^piperidin^ 
y lcarbamo y l]-2-c y clohex y l-eth y l}-amide 

Morpholine-4-carboxylic acid {l-[4-c y ano-l-(3.meth y l-phen y l)-pip eri din-4- 
30 ylcarbanio y l]-2-c y clohex y l-eth y l}.amide 
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Morpholine-4-carboxylic acid { l-[4-cyano-l-(4-methyl-phenyl)-piperidin-4- 
ylcarbamoyl]-2-cydohexyl-ethyl}-amide 

Morpholine-4-carboxylic acid { l-[4-cyano-l-(2-phenyl-phenyl)-piperidin-4- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide 

Morpholine-4-carboxylic acid { l-[4-cyano-l-(3-phenyl-phenyl)-piperidin-4- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide 

Morpholine-4-carboxylic acid { l-[4-cyano-l-(4-phenyl-phenyl)-piperidin-4- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide 



EXAMPLE 59 

Morpholine-4-carhoxvlic ac id [1 -ri-fe^-butvl-4-cvano-nir>eridin-4-vlcarbamoyn-3.3- 
dim^thyl-butyll-amidg. 

(a) //-Methoxy-N-memyl-acrylamide. 

I 

o 

Acrolyl chloride (20 g, 221 mmol, 1.0 equiv) was dissolved n 500 mL of CH2CI2 and 
cooled to 0 °C. Solid MO-dimethyl-hydroxylamine hydrochloride (21.5 g, 221 mmol, 
1.0 equiv) was added all at once. Et 3 N was added dropwise over a 2 h period to give a 
thick yellow mixture. The reaction was stirred for an additional hour during which time 
it was allowed to warm to room temperature. The mixture was poured into 1 L of water. 
Layers were separated and the organic layer was washed with 1 x 500 mL water, 1 x 500 
mL brine and dried over Na 2 S0 4 . The solution was decanted and concentrated in vacuo 
to give the desired product as a yellow oil (23 g, 90%) which was used without further 
purification. 



174 



WO 01/19816 




"T/US00/23584 



0>) 



3^Bu t yI-amino)^.methoxy-Mmethyl-propanamide. 




O 

A'-Methoxy-W.methyl-aciylamide f5 e 43 4 mm ni in 
u 4. , . 8 ' ^ oI ' 1 0 e( l uiv ) wa s dissolved in t- 

nC^C .o S .v eth e teiredprodnclasalighlyeIlowoil(5 ^eOH 



10 



(c) l-/-Butyl-4-piperidone. 




— , ndiyraF(50mL)llnteAr ^^^.^ 

» of vr^ruo, bromide <«, mL> ,, 5 ^ 2 5 ^ • 

0 C „, 30 mr„ at whrC toe a. r^n SOIution was y . 
stirred for 10 nun and the crude product was extracted 2 x 150 mL EtOAc Th-„ 

CH.C1, ^product was iS o,a,ed as art o mg e oi, (,.3 g, 32%, ; MS, m/z ,56-M+I. 
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(d) 4-Amino-l-M)utyl-4-cyano-piperidine. 




l-f-Butyi-4-piperidone (1.3 g, 8.4 mmol, 1.0 equiv), NaCN (0.61 g, 12.6 mmol, 1.5 
equiv), and NH4CI (0.67 g, 12.6 mmol, 1.5 equiv) were combined in 34 mL of 2 M NH 3 
5 in MeOH. The mixture was refluxed for 2 h at which time an additional 34 mL of 2 M 
NH 3 in MeOH was added followed by another 2 h at reflux. The mixture was cooled and 
filtered. The filtrate was concentrated in vacuo and the residue was triturated with 
CH 2 C1 2 and filtered again. The solution was concentrated to a thick red oil which was 
used without further purification; MS, m/z 1 82=M+1 . 

10 

(e) Morpholine-4-carboxylic acid [l-(l-/ert-butyl-4-cyano-piperidin-4- 
ylcarbamoyl)-3^-dimethyl-butyl]-amide. 




A^4-morpholinecarbonyl)-L-neopenylglycine (0.070 g, 0.27 mmol, 1.0 equiv) and EDC 
15 (0.057 g, 0.30 mmol, 1.1 equiv) were combined in 10 mL of DMF and stirred for 15 min 
at room temperature. A solution of 4-amino-l-^butyl-4-cyano-piperidine (0.054 g, 0.30 
mmol, 1.1 equiv) in 5 mL of DMF and #-methyl-morpholine (0.1 lg, 1.1 mmol, 4.0 
equiv) were added and stirring was continued for 16 h. The reaction was diluted with 50 
mL of saturated sodium bicarbonate solution and the product was extracted with 3 x 50 
20 mLEtOAc. The organic extracts were combined and concentrated in vacuo. The 
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overa25 ra in gradient to yield the f^coa^^^J^f m 
22o/o); MS, m/z 422=M+1. concentration (25 



EXAMPLE 60 



10 



(a) 3-(BenzyI. me thyl-amino)-butyric acid methyl ester. 



YY 




8. ,M/ »>^*wasu S edw iA „ utfort i erpirifi(:ati0I1 . MSim/2222=M+i P (4 °' 3 
0>) S-Mefliylamlno-bulyric acid melhyl ester 

N x O 

3-(B«Byl- m ethyI.amioo>bw^c acid methyl eater (15 tt 67 8 mm „t . „ • , 



177 



WO 01/19816 




PCT/US00/23584 



washed with 2 x 100 mL of MeOH. The filtrates were combined and concentrated in 
vacuo to yield the desired product as an oil that is somewhat volatile (7.6 g, 85%). The 
crude product was used without further purification; MS, m/z 132=M+1 . 

(c) 3-[(2-Methoxycarbonyl-ethyI)-methyl-aminol-butyric acid methyl ester. 




3-Methylamino-butyric acid methyl ester (7.6g, 58 mmol, 1.0 equiv) was added neat to 
methyl acryiate (7.5 g, 87 mmol, 1.5 equiv). The resulting solution was refluxed for 16 h. 
The reaction was cooled and diluted with hexanes (200 mL) and an insoluble polymer 
separated out. The hexane solution was decanted and the polymer washed 2 x 100 mL 
hexanes with vigorous stirring. The combined hexane solutions were then concentrated 
in vacuo. The crude product was purified by flash chromatography on Si0 2 using pure 
CH 2 C1 2 as an eluent. The pure product was isolated as a clear colorless oil (7.3g, 58%); 
MS,m/z218=M+l. 

(d) l,2-Dimethyl-4-piperidone. 




A 1 M solution of TiCU in CH 2 C1 2 (23 mL, 23 mmol, 1 .0 equiv) was added to a flask 
under Ar and cooled to -15 °C with a MeOH/ice water bath. 3-[(2-Methoxycarbonyl- 
emyl)-memyl-amino]-butyric acid methyl ester (5 g, 23 mmol, 1 .0 equiv) was added 
dropwise over a 25 min period as a solution in 75 mL of dry CH2CI2 to give a dark red 
mixture that was difficult to stir with a magnetic stir bar. Stirring was continued an 
additional 1 h and then Et 3 N (5. 1 g, 50.6 mmol, 2.2 equiv) was added dropwise over a 30 
min period and then the reaction was stirred an additional 1.5 h at -15 °C. The reaction 
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mix was poured into 150 mL of brine and 150 mLofCH 2 Cl 2 was added. After thorough 
mixing, the pH of the water was brought to 8-9 with Et 3 N. The mix was filtered and the 
gel-hke solid was washed 3 x 100 mL CH 2 C1, The filtrate layers were separated and the 
aqueous layer was washed 3 x 50 mL CH 2 C1, All of the organie layers were combined 
and concenfcated to a thick red oil. The residue was taken up in 150 mL of concentrated 
HCI and the solution was refluxed 4 h. The cooled reaction solution was evaporated to 
dryness and the residue was dissolved in 200 mL of saturated sodium bicarbonate 
solufon. The product ketone was extracted with 2 x 100 mL of EtOAc. The organic 
layers were combined and dried over Na 2 S0 4 . The product was purified by flash 
chromatography on Si0 2 using pure CH 2 C1 2 to 4% MeOH in CH 2 C1 2 as eluent. The 
product was isolated as an orange oil (1.23g, 42%); MS, m/z 128=M+1. 

(e) 4-Amino-4-cyano-l,2-dimethyl-piperidine. 




l^Dimethyl-4-piperidone (1.23g, 9.67 mmol, 1.0 equiv) was dissolved in 39 mL of 2 M 
NH 3 m MeOH (8 equiv NH 3 ). To this solution was added NaCN (0.52g, 10 6 mmol 1 1 
equiv) and NH.CK0.57g, 10.6mmol, 1.1 equiv). The resulting mixture was refluxed for 
2 h at which time an additional 39 mL of 2 M NH 3 in MeOH was added followed by an 
additional 2 h of reflux. The reaction was cooled and filtered. The filtrate was 
concentrated and taken up in 1 00 mL of CH 2 C1 2 giving more salt precipitate which was 
removed by a second filtration. The filtrate was then concentrated to thick orange oil 
(L32g, 890/c). 'H NMR showed a 3 to 1 mixture of diastereomers of unknown 

configuration. The crude product was used without further purification- MS m/z 
154=M+1. 

(f) MorphoUne^-carboxylic acid Il^-cyano-l^-dimethyl-piperidin^- 
ylcarbamoyI)-3^-dimethyl-butyI]-amide. 
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iV-(4-morphoUnecarbonyl)-L-neopenylglycine (0.20g, 0.77 mmol, 1.0 equiv) and EDC 
(0.1 5g, 0.77 mmol, 1.0 equiv) were combined in 10 mL of DMF and stirred for 15 min at 
room temperature. A solution of 4-ammo-4-cyano-l,2-dimethyl-piperidine (0.1 lg, 0.74 

5 mmol, 0.95 equiv) in 5 mL of DMF and i^memyl-morpholine (0.31g, 3.1 mmol, 4.0 
equiv) were added and stirring was continued for 16 h. The reaction was diluted with 50 
mL of saturated sodium bicarbonate solution and the product was extracted with 3 x 50 
mLofEtOAc. The organic layers were combined and concentrated. The crude product 
was purified by semi-prep reverse-phase HPLC using 20% CH 3 CN in water to 60% 

10 CH 3 CN in water over a gradient of 1 6 min to give two peaks (diastereomers) eluting at 
13.1 and 14.0 min (49mg and 20mg respectively); MS, m/z 394=M+1 for each peak. 

Following the above procedures the following compounds can be synthesised: 

15 Morpholine-4-carboxylic acid [l-(4-cyano-2-methyl-l-propyl-piperidin-4-ylcarbamoyl)- 
3,3-dimethyl-butyl]-amide 

Morpholine-4-carboxylicacid[l-"(4-cyano-2-emyl-l-propyt-piperidin-4-ylcarbamoyl)- 
3,3-dimethyl-butyl]-amide 

20 

Morpholine-4-carboxylicacid[l-(4-cyano-l,2-dipropyl-piperidin-4-ylcarbamoyl>3,3- 
dimethyl-butyl]-amide 

Morpholine-4-carboxylicacid[l-(2-butyl-4-cyano-l-propyl-piperidin-4-ylcarbamoyl)- 
25 3,3-dimethyl-butyl]-amide 
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Morpholine-4-carboxylic acid [^(2-ben2yM-cyano-l.propyl-piperidin^-ylcarbamoyl). 
3,3-dimethyl-butyl]-amide 

5 Morpholine-4-carboxylic acid [l-(4-cyano-2-cyclohexyl-l-propyl- P iperidin-4- 
ylcarbamoyl)-3,3-dimethyl-butyl]-amide 

Morpholine-4-carboxylic acid [l-(4-cyano.2-cyclohexylmethyl-l-propyl-piperidin-4- 
yIcarbamoyl)-3,3-dimethyl-butyl]-amide 

10 

Morpholine-4-carboxylic acid [I-(4<yano-2-me%l-l-propyl-pip e ridin^.ylcarbamoyl> 
2-cyclohexyl-ethyl]-amide 

Morpholine^-carboxyUc acid [l-(4-cyano-2.e%l.l-propyl-p^ 
15 cyclohexyl-ethyl]-amide 

Morpholine-4-carboxylic acid [l-(4-cyano-l,2-dipropyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide 

20 Morpholine-4-carboxylic acid [l-(2-butyM-cyano-l 
cyclohexyl-ethyl]-amide 

Morpholine-4-carboxylic acid [l^-benzyM-cyano-l-propyl-piperidin^-ylcaibamoyl)- 
2-cycIohexyl-ethyl]-amide 

25 

Morpholine-4-carboxylic acid [l-(4.cyano.2-cyclohexyl-l-propyl-piperidin-4- 
ylcarbamoyl)-2-cyclohexyl-ethyl]-amide 

Morpholine-4-carboxylicacid[l-(4-cyano-2-cyclohexylinethyl-l-propyl.piperidin^. 
30 ylcarbamoyl)-2-cyclohexyl-ethyl]-amide 
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EXAMPLE 61 

MoTpholine-4-carhoxvlic acid f l-(4-cvan o-1 -cvc1ohexv1-nmeridin-4-vlcarbamovn-3.3- 
dimethyl-bwtyn-^inide, 

(a) 4-Amino-4-cyano-piperidine-l-carboxylic acid f-butyl ester. 




0' 

/-Butyl 4-oxo- 1-piperidine-carboxy late (10 g, 50 mmol, 1.0 equiv) was dissolved 100 mL 
of 2 M NH 3 in MeOH. NaCN (2.7 g, 55 mmol, 1.1 equiv) and NH4CI (3 g, 55 mmol, 1.1 

10 equiv) were added and the resulting mixture was refluxed for 2 h at which time an 
additional 100 mL of 2 M NH 3 in MeOH was added followed by another 2 h of reflux. 
The reaction mixture was cooled and filtered. The MeOH was removed in vacuo and the 
residue triturated with 100 mL of CH 2 C1 2 and filtered again. The filtrate was 
concentrated by about 75% and 200 mL of hexanes was added to give a tan precipitate 

1 5 that was collected by filtration to yield, after drying under vacuum, the desired product as 
cream-colored solid (10.1 g) which was used without further purification. 

(b) 4-Cyano-4-{3,3-dimemyl-2-[(moipholme-4-carbonyl)-amino]-pentanoylamino}- 
piperidine-l-carboxylic acid r-butyl ester. 
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(0 S!t *-y»~»«*>* (' "O * 3.87 tnmol, ,.00 ecuiv) and EDC 
(0.7 39 g, 3.87 ..00«,uiv) were mixed to 20 mL of CH,CI 2 and stirred fc „ ^ 
A so ton of ^mino-^yano-piperidine-l^bo^ acid ,-bu.yl eater (0.872 . 3 87 ' 
-o ..00e qui v) to WCm^^^ * ; 

were added and toe resulting aolution waa stirred a, room temperatore for M „ 

7 di ' Ute< ' ^ CH2C ' ! ^ ~ bicarbonate 

solution. Tie ,ayer, were aepatated and the auueou, waa washed 2 x 50 mL CH 2 C1 2 

The orgamc extracts were combined and dried over N a2 S0 4 . Tbe solute, waa decanted 

and concentrated to a white solid. The soiid waa disced in 20 mL of CHjCN and 

water (1 00 mL) was added to precipitate me product. The My whito solid was 

colected b y mnadonanddried under h ig h vacuum M yieid me desire, compomrd as a 
white powder (1. 5 Ig). 



5 



(c) Morpholine-4-carboxylic acid [l-(4.cyano-piperidin-4- y lcarbamoyl)-3,3- 
dimethyl-butylj-amide hydrochloride. 



o 




H ; % CI ' 



^^.^toy^^ 

TTZ ''T^ ^ "* mra °'- 10 "»<«"*- in 

0 mL of do, E , 2 0 under Ar. 4 M HCI in ,,4-dioxane (16 mL, 20 equiv, was added and 

the mtxturu was stirred for 20 mi, A whire solid precipitated atoms, immediately upon 
add„,on of toe acid. The mixtore waa ffltered under Ar and toe solid was washed 2 x 25 
^ WO. The solid waa dried under high vacuum .0 a bright white powder (,.25g 
96/,) wmch was used without further purification. 

(d) Morpholute^arboxylic acid tK^yano-l-cyclohexyLpiperidin^carbamoy.)- 
3,3.dimethyl-butyl]-amide. 



183 




PCTYUS00/23584 



Moipholine4-carboxylicacid[l-(4-cyano-piperidin-4-ylcarbamoyl)-33-dimethyl-butyl]- 
amide hydrochloride (0.050 g, 0.12 mmol, 1.0 equiv), cyclohexanone (0.015 g, 0.15 
mmol, 1.2 equiv), and Na(OAc) 3 BH (0.046 g, 0.22 mmol, 1.75 equiv) were mixed in 15 

5 mL of 1% AcOH in THF. The reaction was stirred at room temperature for 16 h. The 
reaction was diluted with 25 mL of saturated sodium bicarbonate solution and the product 
was extracted 4 x 25 mL EtOAc. The organic extracts were combined and concentrated. 
The crude product was purified by semi-prep reverse-phase HPLC using 20 to 80% 
CH 3 CN in water over a gradient of 25 min to yield the desired product, pure, as a white 

10 solid (0.012g, 21%); MS, m/z 448=M+1. 

Following the above procedures the following compound was synthesised: 

Morpholine-4-carboxylic acid {l-[4-cyano-l-(tetrahydro-pyran-4-yl)-piperidin-4- 
15 ylcarbamoyl]-3,3-dimethyl-butyl} -amide; MS, m/z 450=M+ 1 

Following the above procedures the following compounds can be synthesized; 

Morpholine-4-carboxylicacid[l-(l-butyl-4-cyano-piperidin-4-ylcarbamoyl)-3,3- 
20 dimethyl-butyl]-amide 

Morpholine-4-carboxylicacid[l-(4-cyano-l-pentyl-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide 
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UqUta^M^ib acid [l-(4-cyano-l-hexyl-p ipaidin ^ ylcartal , 3 . 
dimethyl-butyl]-amide 

5 3,3-dimethyl-butyI}- amide J 

ylcarbamoyl]-3,3-dimethyl-butyl}-amide 

10 MorphoIine-4-carboxylic acid {H4*ya„o-l.(3^^ 
ylcarbamoyi]-3,3-dimethyl-butyl}-amide 

Morpholine^-carboxylic acid I W4-cyan^^ 
ylcarbamoyl]-3 J 3-dimethyl.butyl}-amide 



15 



Morpholine-4-carboxyHc acid {l-[4- C yano-l-(2-phenyl-c y clob exy l >p i P e ri din-4- 
ylcarbamoyl]-3,3-dimethyl-butyl}-amide 

20 ylcarbamoylj-3 9 3-dimethyl-butyl}-aniide 

Morpholine-4-carboxylic acid <H4-cyano-l-(4^^ 
yIcarbamoyl]-3,3-dimethyl-butyl}-amide 

25 Morpholine-4-carboxylic acid {l-[4-c y ano-l< C yclohexyl- m ethyl)-pipend^ 
ylcarbamoylJ-3,3-dimethyl-butyl}-amide 

Morpholine-4-carboxyIic acid {H4-yano-l-^^^ 
ylcarbamoyI]-3,3-dimethyl-butyl}-amide 



30 
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Morpholine-4-carboxylicacid[l-(l-butyl-4-cyano-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide 

Morpholine-4-carboxylic acid [ 1 -(4-cyano- 1 -pentyl-piperidin-4-y lcarbamoyl)-2- 
cyclohexyl-ethyl]-amide 

Morpholine-4-carboxylicacid[l-(4-cyano-l-hexyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide 

Morpholine-4-carboxylic acid { l-[4-cyano-l-(l-ethyl-propyl)-piperidin-4-ylcarbamoyl]- 
2-cyclohexyl-ethyl}-amide 

Morpholine-4-carboxylic acid {l-[4-cyano-l-(2-methy1-cyclohexyl)-piperidin-4- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide 

Morpholine-4-carboxylic acid { l-[4-cyano- l-(3-methyl-cyclohexyl)-piperidin-4- 
ylcarbamoyl]-2-cyclohexyl-ethyl} -amide 

Morpholine-4-carboxylic acid { l-[4-cyano-l-(4-methyl-cyclohexyl)-piperidin-4- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide 

Morpholine-4-carboxylic acid {1 -[4-cyano- l-(2-phenyl-cyclohexyl)-piperidin-4- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide 

Morpholine-4-carboxylic acid {l-[4-cyano-l-(3-phenyl-cyclohexyl)-piperidin-4- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide 

Morpholine-4-carboxylic acid { l-[4-cyano- l-(cyclopropyl-methyl)-piperidin-4- 
yIcarbamoyl]-2-cyclohexyl-ethyl} -amide 
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Morpholine-4-carboxylic acid {l-[4^yano-H4-phenyI-cyclohexyl>pip e ndin^ 
ylcarbamoyl]-2-cyclohexyI-ethyI}.amide 

Mo ^^a I toxylicacid{l- [ 4-cyano-H^ 
5 ylcarbamoyl]-2-cyclohexyl-ethyl}-amide 



EXAMPLE 62 



10 nmjf1r 

(a) l-Cyclopropylmethyl-3-hydroxy-pyrrolidine. 

M 




S-Hydroxy-pyrrolidinefS.oSg.eSmmol, KO eqoiv) waa dissolved in .00 mL of 1% 
AcOH in THF and cooled to 0 °C. NafOAcWffl (24 g, IHmmol, 1.75e,„iv)and 
cyclopropyteboxaldehyde (5.0 g, 7. mmoU! eqoiv) were added and the resnlting 
mixtore was stirred a, 0 °C for ! h and room fcmperatore overnight (,6 h). Tie reaction 
was diluted with 200 mL of 2 N NaOH, and «he prodnct was extracted 3x200 ni of 
CUCfe. The organic extracts were combined, dried over Na !S 0 4 , decanted and 

concenttatodtoyieiddre desired product asafree-flowing oil (7.26 g, 79%) which was 
used without further purification; MS, m/z 142=M+1. 

(b) l-Cyclopropylmethyl-pyrrolidin-3-one. 
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A solution of oxalyl chloride (13.1 g, 103 mmol, 2.0 equiv) was prepared in 200 mL of 
dry CH 2 C1 2 and cooled under Ar to -78 °C. DMSO (16.1 g, 206 mmol, 4.0 equiv) was 
added as a solution in 20 mL of CH 2 C1 2 dropwise over a 30 min period giving vigorous 
gas formation. After addition, the mixture was stirred for an additional 15 min and then a 

5 solution of l-cyclopropylmethyl-3-hydroxy-pyrrolidine (7.26 g, 52 mmol, 1 .0 equiv) in 
50 mL of CH2CI2 was added dropwise over a 30 min period. After complete addition the 
reaction was stirred an additional a hour at -78 °C. Et 3 N (31 g, 309 mmol, 6.0 equiv) 
was added over a period of 10 min. The cold-bath was removed and the mixture was 
stirred while warming for 1 h. The mixture was diluted with 500 mL of water and 100 

10 mL of CH2CI2. After thorough mixing, the layers were separated and the organic layer 
was washed with 200 mL of water, dried over Na 2 S0 4 , decanted, and concentrated to a 
yellow oil (6.1 g, 85%) which was used without further purification. 

(c) 3-Amino-3-cyano-l-cyclopropyl-pyrrolidine. 



15 

l-Cyclopropylmethyl-pyrrolidin-3-one (6.1 g, 44 mmol, 1.0 equiv), NaCN (2.4 g, 48 
mmol, 1.1 equiv) and NH4CI (2.6 g, 48 mmol, 1.1 equiv) were mixed in 88 mL of 2 M 
NH 3 in MeOH, and the resulting mixture was refluxed for 2 h at which time another 88 
mL of 2 M NH 3 in MeOH was added followed by another 2 h at reflux. The reaction 
20 mixture was cooled, filtered, concentrated, and taken up in 100 mL of CH2CI2. The 
mixture was filtered a second time and concentrated to a red oil (5.9 g) which was used 
without further purification. 

(d) Morpholine-4-carboxylic acid [l-(3-cyano-l-cyclopropylmethyl-pyrrolidin-3- 
25 ylcarbamoyl)-2-cyclohexyl-ethyl]-amide. 
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^-(4-morpholinecarbonyl)-L-cyclohexyl alanine (l.OOg, 3.52 mmol, 1.00 equiv) and 
EDC (1.01 g, 4.58 mmol, 1.30 equiv), and HoBt (0.72 g, 4.58 mmol, 1.30 equiv) were 
mixed 20 mL of DMF for 15 min followed by addition of 3-amino-3-cyano-l- 
cyclopropyl-pyrrolidine (0.86 g, 5.28 mmol, 1.5 equiv) and ^-methyl-morpholine (1.42 g, 
14. 1 mmol, 4.0 equiv). The resulting solution was stirred at room temperature for 16 h. 
The reaction solution was diluted with 100 mL saturated sodium bicarbonate solution and 
the product was extracted with 2x100 mL EtOAc. The organic extracts were combined 
and concentrated. The crude product was purified by semi-prep reverse-phase HPLC 
using 40 to 90% CH 3 CN in water over a gradient time of 30 min to give the desired 
product in two peaks (diastereomers) eluting at 9.5 min and 10.3 min respectively (128 
mg and 98 mg, 15% total purified yield); MS, m/z 432=M+1 for both peaks. 

Following the above procedures the following compounds were also prepared: 

Morpholine-4-carboxyIicacid{l-[3-cyano-l-(2-chloro-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z 502=M+1 

Morpholine-4-carboxylicacid{l-[3-cyano-l-(cyclohexyl-methyl)-pynolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z474=M+l 

Morpholine-4-carboxylicacid{l-[3-cyano-l-(l-methyl-ethyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide MS, m/z 420=M+1 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(3-benzyloxy-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z 574=M+1 
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Morpholine-4-carboxylic acid {l-[3-cyano-l-(2-benzyloxy-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl} -amide; MS, m/z 574=M+1 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(3,5-difluoro-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z 504=M+1 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(2,6-difluoro-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z 504=M+1 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(3-trifluoromethyl-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z 536=M+1 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(3-phenoxy-benzyl)-pynx)lidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z 560=M+1 

Morpholine-4-carboxylic acid [ l-(3-cyano- 1 -cyclohexyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; MS, m/z 460=M+1 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(l-methyl-piperidine-4-yl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z 475=M+1 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(3-methyl-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl} -amide; MS, m/z 482=M+1 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(2-phenoxy-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z 560=M+1 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(4-fluoro-benzyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z 486=M+1 
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Morpholine^-carboxyiicacid{l-[3-cyano-l-(2 ) 4,6-trime%l-ben 2 yl)-pyiTolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl} -amide; MS, m/z 510=M+1 

Motpholine-4-carboxylicacid{l-[3-cy^^ 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z 507=M+1 

Morpholme-4-carboxylicacid[l-(3-cy^ 
cyclohexyl-ethyl]-amide; MS, m/z 418=M+1 

Moipholine-4-carboxylicacid{l-[3-cyano-l-(l-pyridin-3-ylmethyl)-pyrrolidin-3- 
ylcarbamoyI]-2-cyclohexyl-ethyl}-amide; MS, m/z 469=M+1 

Morpholine-4-carboxylicacid[l-(3-cyano-l-cyclohexylmethyl-pyrrolidin-3- 
ylcarbamoyl)-3,3-dimethyl-butyl]-amide; MS, m/z448=M+l 

Moipholine-4-carboxyUcacid[l-(l-benzyl-3-cyano-2-hydroxymemyl-pyn-olidin-3 
ylcarbamoyl)-3,3-dimethyl-butyl]-amide; MS, m/z 472=M+1 

Morpholine-4-carboxylicacid[l-(3-cyano-i-isobutyl-pyrrolidin-3-yIcarbamoyl)-2- 
cyc!ohexyl-ethyl]-amide; MS, m/z 434=M+1 

Morpholine-4-carboxylic acid [l-(3-cyano- 1 -isopropyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; MS, m/z 394=M+1 

Morpholine-4-carboxylic acid [1 -(3-cyano-l-isobutyl-pyirolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; MS, m/z 408=M+1 

MorphoIine-4-carboxylic acid { l-[3.cyano-l-(l-ethyl-propyl)-pyrTolidin-3-ylcarbamoyl]- 
2-cyclohexyl-ethyl} -amide; MS, m/z 448=M+1 
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Moipholine-4-carboxylic acid { l-[3-cyano-l-(l-ethyl-propyl)-pyrrolidin-3-ylcarbamoyl]- 
3,3-dimethyl-butyl} -amide; MS, m/z 422=M+1 

Morpholine-4-carboxylic acid [l-(3-cyano-l-phenethyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; MS, m/z 482=M+1 

Morpholine-4-carboxy lie acid [ 1 -(3-cyano- 1 -methyl-piperidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; MS, m/z 406=M+1 

Morpholine-4-carboxylic acid [1 -(3-cyano-l-propyi-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; MS, m/z 394=M+1 

Morpholine-4-carboxylicacid[l-(3-cyano-l-propyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; MS, m/z 420=M+1 

Morpholine-4-carboxylic acid { 1 -[3-cyano- 1 -(fra«s-4-methyl-cyclohexyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl} -amide; MS, m/z 474=M+1 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(cw-4-methyl-cyclohexyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl} -amide; MS, m/z 474=M+1 

Morpholine-4-carboxylicacid[l-(3-cyano-l-cyclopentyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; MS, m/z 420=M+1 

Morpholine-4-carboxylic acid [l-(3-cyano-l-isobutyl-piperidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; MS, m/z 448=M+1 

Morpholine-4-carboxylic acid [l-(3-cyano-l-cyclopentyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; MS, m/z 446=M+1 
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l-Benzyl-3-cyano-3-{3-cyclohexyl.2.[(morpholine-4-carbonyl)-amino]- 
propionylamino}-pyrrolidine-2-carboxylic acid methyl ester; MS, m/z 526=M+1 

Morpholine-4-carboxylic acid {l-[3-cyano-l.(cw-4-methyl-cyclohexyl)-pyrrolidin-3- 
ylcarbamoyl]-3,3-dimethyl-butyl}-amide; MS, m/z 448=M+1 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(/ra W -4-methyl-cyclohexyl)-pyrrolidin-3- 
ylcarbamoyl]-3,3-dimethyl-butyl}-amide; MS, m/z 448=M+1 

Moipholine^-carboxylic acid [l-(3^ 
iodo-phenyl)-ethyl]-amide; MS, m/z 580=M+1 

Morpholine-4-carboxyIic acid {l-[3-cyano-l-(3-methoxy.benzyl)-pyrrolidin-3. 
ylcarbamoyI]-2-cycIohexyl-e%l}-amide; MS, m/z 498=M+1 

Morpholine-4-carboxylicacid{l-[3-cyano-l-(naphmalen-2-ylmethyl)-pyrrolidi^ 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z 518=M+1 

Morpholine-4-carboxylicacid[l-(3-cyano-l-cyclopentylmethyl-pyrrolidin-3- 
ylcarbamoy])-2-cyclohexyl-ethyl]-amide; MS, m/z 460=M+1 

Morpholine4-carboxylicacid[l-(3-cyano-l<yclohexylme%l-pyrrolidin-3- 
ylcarbamoyl)-3-methyl-butyl]-amide; MS, m/z 434=M+1 

[l-(3-Cyano-l-cyclohexylmethyl-pyrrolidin-3-ylcarbamoyl)-3-methy!-butyl]-carbamic 
acid benzyl ester; MS, m/z 455=M+1 

EXAMPLE 63 
Morpholine^-carboxylic acid (1^ 

ylmethyl]-pyrrolidin-3-ylcarbamoyl}-2-cyclohexyl-ethyl)-amide. 
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(a) l-[l-(Toluene-4-sulfonyl)-l//-indol-3-ylmethyl]-3-hydroxy-pyrrolidine. 




l-(Toluene-4-sulfonyl)-lH-indole-3-carboxaldehyde (prepared as described in Chatterjee, 
R. K.; Indian J. Chem Sect. B 1994, 33(1), 32-37) was reacted with 3-hydroxypyrrolidine 
as described for cyclopropylcarboxaldehyde in Example 60 part (a) to provide the desired 
product. 

(b) Morpholine-4-carboxylic acid (l-{3-cyano-l-[l-(toluene-4- sulfonyl)-l//-indol-3- 
ylmethyl]-pyrrolidin-3-ylcarbamoyl}-2-cyclohexyl-ethyl)-amide 




The title compound was prepared from the product of part (a) and N-(4- 
morpholinecarbonyl)-L-cyclohexyl alanine by the procedure described in Example 60; 
MS,m/z661=M+l. 
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^1 



EXAMPLE 64 



4-YlC8rh«movn-2-cvclohi«v1^iY'}- ami f1f, 




'3 



A solution of l-methyl-piperidin-4-yl carboxylic acid (0.050 g, 0.30 mmol, 1.0 equiv) 
and EDC (0.057 g, 0.30 mmol, 1.0 equiv) was prepared in 15 mL of DMF. After 15 min 
morpholine^carboxylicacid^ 

amide hydrochloride (0.128 g, 0.30 mmol, 1.0 equiv) was added followed by N-methyl- 
morpholine (0.12 g, 1.2 mmol, 4.0 equiv) followed by stirring overnight (16 h). The 
reaction mixture was diluted with 100 mL of saturated sodium bicarbonate solution and 
the product was extracted with 2x50 mL of EtOAc. The combined organic extracts were 
concentrated. The crude product was purified by semi-prep reverse-phase HPLC using 
20 to 80% CH 3 CN in water over a gradient of 25 min to yield the desired product as a 
white solid (39 mg); MS, m/z 517=M+1. 



Following the above procedure the following compound was also synthesized; 

Morpholine-4-carboxylic acid {l-[4-cyano-l-(pyridine-4-carbonyl)-piperidin-4- 
ylcarbamoyl]-2-cyclohexyl-ethyl} -amide; MS, m/z 497=M+1 

EXAMPLE 65 
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N.[ 1 -tt-Cvano- 1 -methv1-piperidin-4-vlcarbamovn-2-cvclQhexvl-ethvn-4- 
methanesulfonvlamino-benzamide. 

5 (a) 4-Methanesulfonylamino-benzoic acid. 




Ethyl 4-amino-benzoate (5 g, 30 mmol, 1.0 equiv) was mixed in 50 mL of CH 2 C1 2 with 
Et 3 N (6.1 g, 60 mmol, 2.0 equiv). The solution was cooled to 0 °C and methanesulfonyl 
chloride (3.8 g, 33 mmol. 1.1 equiv) was added as a solution in 15 mL of CH 2 C1 2 

1 0 dropwise over a 1 5 min period. The reaction was stirred for 4 h at which time it was 
diluted with 50 mL of water. Layers were separated and the organic layer was washed 
with 50 mL of saturated sodium bicarbonate solution and concentrated. The resulting 
ester was dissolved in 50 mL of MeOH and treated with 50 mL of 5 N NaOH for 4 h. 
The reaction solution was extracted with Et 2 0 and the aqueous layer was acidified to give 

15 a white precipitate that was collected by filtration. The solid was dried and used without 
further purification. 

(b) N- [ 1 -(4-Cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-4- 
methanesulfonylamino-benzamide. 




20 

This compound was prepared from the product of part (a) using the procedure described 
in Example 24 to yield the desired product as a white solid; MS, m/z 490=M+1. 
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Following the above procedures the following compounds were also prepared: 

A^<l-(l-beiizyl-3-cyano-pyrrolidm-3-ylcarbamoyl)-3,3-diniethyl-butyl]-4. 
5 methanesulfonylamino-benzamide; MS, m/z 526=M+1 

^-[lKl-benzyl-3-cyano-pyrrolidin.3.ylcarbamoyl)-2-cyclohexyl-ethyl]-4- 
methanesulfonylamino-benzamide; MS, m/z 552=M+1 

) ^-[l-(4-cyano-l-me%l-piperidin^ylcarbamoyl)-3,3-dimethyl-butyl]^- 
methanesulfonylamino-benzamide; MS, m/z 464=M+1 



EXAMPLE 66 



15 



MorpbQline-4-carborYlic ^ n.n-benzvl.3-rvRno-1-oxv-nvrrnHH,n-^ Y i^ rh ni n . n , 
cvcloheyvl-fith v l]- a ^^ ri 

(a) Morpholine-4-carboxylic acid [l-(l-benzyl-3-cyano-l-oxy.pyrrolidin-3- 
20 ylcarbamoyl)-2-cyclohexyl-ethyl]-amide. 



25 




0 

MoIpholine-4-carboxylicacid[l-(^benzylO-cyano-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide (0.50 g, 1.1 mmol, 1.0 equiv) was dissolved in CH 2 C1 2 (25 mL) 
and cooled to -78 °C under Ar. Solid K 2 C0 3 (0.22 g, 1.7mmol, 1.5 equiv) was added 
followed by addition of solid m-CPBA (0.24 g, 1.1 mmol, 1.0 equiv). The resulting 
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mixture was stirred at -78 °C for 2 h and, then, allowed to warm to room temperature. 
The reaction mixture was filtered and the solvent removed in vacuo. The residue was 
purified by flash chromatography on silica gel using 10-75% MeOH-EtOAc as a gradient 
eluent to give the desired product (0.32 g, 62%) as a white solid; MS, m/z 484=M+1. 

EXAMPLE 66 

^.Cvano-3-i3-nvc1ohexvl- 2 -frniorpholine-4-carbonvlVaminQl-PrPPionv1aminQ}- 
pyrrolidine-1 -carhnxvlic acid benzyl ester. 

(a) 3-Hydroxy-pyrrolidine-l-carboxylic acid benzyl ester. 



OH 




O 

3-Hydroxy-pyrrolidine (10 g, 1 15 mmol, 1.0 equiv) was dissolved in 2 N NaOH (100 
mL) and the mixture was cooled to 0 °C. Benzylchloroformate (21 g, 126 mmol, 1.1 
equiv) was added dropwise over a 45 min period. After addition, the reaction was stirred 
at room temperature for 4 h at which time the pH was adjusted to 7-8 using concentrated 
HC1. The product was extracted with 3x 100 mL of CH 2 C1 2 . The organic extracts were 
combined and dried over Na 2 S0 4 , decanted and concentrated in vacuo to yield the desired 
product as a light yellow oil (24.1 g, 95%) that was used without further purification. 

(b) 3-Oxo-pyrrolidine-l-carboxylic acid benzyl ester. 
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A solution of oxalyl chloride (12.6 g, 99 mmol, 2.0 equiv) was prepared in 250 mL of dry 
CH 2 C1 2 and cooled under Arto-78<>C. DMSO(15.5g, 199 mmol, 4.0 equiv) was added 
dropwise over a 15 min period giving vigorous gas formation. After addition the 
mixture was stirred for an additional 25 min and then a solution of 3-hydroxy- 
pyrrolidine-l-carboxylic acid benzyl ester (1 1 g, 50 mmol, 1.0 equiv) in 20 mL of CH 2 C1 2 
was added dropwise overa lOmin period. After complete addition the reaction was 
stirred an additional a hour at -78 °C. Et 3 N (55 mL, 398 mmol, 8.0 equiv) was added 
over a period of 10 min. The cold-bath was removed and the mixture was stirred while 
warmmgfor2h. The mixture was diluted with 500 mL of water. After thorough mixing 
the layers were separated and the aqueous layer was extracted 2x150 mL of CH 2 C1 2 The 
combined organic layers were washed with 200 mL of sodium bicarbonate solution and 
200 mL of brine, dried over Na 2 S0 4 , decanted, and concentrated to a yellow oil. The 
product was purified by flash chromatography on silica gel using CH 2 C1 2 as eluent to 
yield the desired product as a colorless oil (8.5 g). 

(c) 3-Amino-3-cyano-pyrrolidine-l-carboxylic acid benzyl ester. 




3-Amino-3-cyano-pyrrolidine-l-carboxylic acid benzyl ester was prepared from the 
ketone from part (b) using the procedure described in Example 1 part (a) to yield the 
desired product as a 2 to 1 to 1 mixture of amino-nitrile, cyanohydrin and starting ketone 
that was used without further purification. 

(d) 3-CVano-3-{3-cyclohexyl-2-[(morpholine-4-carbonyl)-amino]-propionyk^ 
pyrrolidine-l-carboxylic acid benzyl ester. 
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3-Cyano-3-{3-cyclohexyl-24(raorpholine^-carbonyl)-amino]-propionylamino}- 
pyrrolidine-l-carboxylic acid benzyl ester was prepared from the amine from part (c) 
using the procedure described in Example 1 part (a) to yield after purification on silica, 
the desired product as an off-white hard foam; MS, m/z 512=M+1. 

Following the above procedures the following compound was also synthesized; 

3-Cyano-3-{3-cyclohexyl-2-[(morphplme-4-carbonyl)-ammo]-propionylamino}- 
pyrrolidine-l-carboxylic acid (2-propen-l-yl) ester; MS, m/z 462=M+1. 

EXAMPLE 68 

Mnrpholine-4-carhoxvlic acid {1-f3-cvano -Kr5.S-dimethvl-3-oxo-cvclohex-l-envn- 
pvrrolidin-3-vlcarhamov 1]-2-cvclohexvl-ethvll-amide. v 
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3-Cyano-3-{3-cyclohexyl-2-[(moipholine-4-carbonyl)-amino]- P ropionylamino}- 
pyrrolidine-l-carboxylic acid (2-propen-l-yl) ester (1.35 g, 2.93 mmol, 1.00 equiv) was 
dissolved in 35 mL of CH 2 C1 2 along with dimedone (3.30 g, 23.5 mmol, 8.03 equiv). 
Pd(PPh 3 ) 4 (0.25 g, 0.22 mmol, 0.07 equiv) was added and the suspension was stirred at 
room temperature for 3.5 h. The reaction mixture was concentrated and taken up into 
EtOAc (100 mL) and extracted with 1 N HC1 (2x50 mL). Concentration of the organic 
phase and purification of the crude mixture by reverse-phase HPLC provide the product 
as two separate diastereomers; MS, m/z 500=M+1. 

EXAMPLE 69 

4-Cvano-4-{3-cvcloheXYl-2-rfpi peridin e-4- car bonv11-a m innl-pronionvl a minn}- 
piDeridine-1-carhnxvli>. acid ethvl ester , 

(a) 4-Cyano-4-{3-cyclohexyl-2-[(l^-butoxycarbonyl-piperidine-4-carbonyl)-amino]- 
propionylamino}-piperidine-l-carboxylic acid ethyl ester. 




This intermediate was prepared from 1-t-butoxycarbonyl-piperidine carboxylic acid and 
4-cyano-4-{[3-cyclohexyl-2-amino]-propionylamino}-piperidine carboxylic acid ethyl 
ester hydrochloride using the procedure described in Example 24. 

(b) 4-Cyano-4-{3-cyclohexyl-2-[(piperidine-4-carbonyl)-amino]-propionylamino}- 
piperidine- 1 -carboxylic acid ethyl ester. 
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The ester from (a) was dissolved in 10 mL of 4 N HC1 in 1,4-dioxane at 0 °C for 1 hour. 
The solution was concentrated in vacuo and the salt neutralized by sodium bicarbonate 
solution and the product extracted with CH 2 C1 2 . After concentration of the organic 
extract, the crude product was purified by reverse-phase HPLC to yield the desired 
product; MS, m/z 462=M+1. 

Following the above procedures the following compounds were also synthesized: 

4-Cyano-4- {3-cyclohexyl-2-[(4-methyl-piperazine- 1 -carbonyl)-amino]-propionylamino } 
piperidine- 1 -carboxylic acid ethyl ester; MS, m/z 477=M+1 

4-Memyl-piperazine-l-carboxylicacid[l-(4-cyano-tetrahydro-pyran-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]amide; MS, m/z 406=M+1. 



Morpholine-4-carboxylic acid [ 1 -( 1 -benzyl-3-cyano-azetidin-3-ylcarbamoy l)-2- 
cyclohexyl-ethyl]-amide. 

(a) 3 -Amino- 1 -benzyl-3-cyano-azetidine. 
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l-Benzyl-3-oxo-azetidine (1.6 g, 10 mmol, 1.0 equiv), prepared as described in the 
literature (Katritzky, A. R.; Cundy, D. J.; J. Heterocyclic Chem. 1994, 31 271-275), was 
dissolved in dry MeOH and the solution was cooled to -78 «C. Gaseous ammonia was 
was bubbled through the solution for 30 mins at which time 3 angstrom molecular sieves 
were added and the mixture transferred to a pressure tube. The solution was heated for 
30 min at 60 °C. The mixture was cooled to -78 °C, the tube opened and KCN (0.65 g, 
10 mmol, 1.0 equiv) and NH4CI (0.27 g, 5 mmol, 0.5 equiv) were added and the tube was 
resealed and heated at 60 °C for 4 h. The reaction mixture was filtered and the filtrate 
was evaporated. The crude residue was purified by flash chromatography using 2% 
MeOH in CH 2 C1 2 to give the desired product (0.1 1 g, 6%) as a brown oil; MS, m/z 
188=M+1. 



(b) Morpholine-4-carboxylic acid [l-(l-benzyl-3-cyano-azetidin-3-ylcarbamoyl)-2- 
cyclohexyI-ethyl]-amide. 





The title compound was prepared from 3-amino-l-benzyl-3-cyano-azetidine and N-(4- 
morpholinecarbonyl)-L-cyclohexyl alanine using to the procedure described in Example 
1 step (d) to yield the desired product as a white solid; MS, m/z 454=M+1. 
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Morpholine-4-carboxylic acid [ 1 -(3-cyano-pyrrolidin-3-y lcarbamoyl)-2-cy clohexyl- 
ethyl]-amide. 



3-Cyano-3-{3-cyclohexyl-2-[(morpholine-4-carbonyl)-amino]-propionylamino}- 
pyrrolidine-l-carboxylic acid benzyl ester (0.1 g, 0.20 mmol, 1.0 equiv) was dissolved in 
15 mL of absolute EtOH. 10% Pd on carbon (20 mg) was added and the mixture was 
stirred under 1 atm of H 2 until the starting material disappeared by TLC (5% MeOH in 
CH2CI2. The crude mixture was filtered on diatomaceous earth and the filtrate was 
concentrated. The crude material was purified by reverse-phase HPLC to give two 
diastereomers; MS, m/z 378=M+1 . 



Morpholine-4-carboxylic acid { l-[3-cyano-l-(2-methyl-2-phenyl-propyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl} -amide. 




EXAMPLE 72 
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Reductive animation of morpholine-4-carboxylic acid [l-(3-cyano-pyrrolidin-3- 
ylcarbamoyI)-2-cycIohexyl-ethyl]-amide with 2,2-dimethyl-2-phenyl-acetaldehyde and 
Na(OAc) 3 BH in 1% AcOH in THF provided the desired product; MS, 510=M+1. 

Following the above procedure the following compounds were also synthesized; 

Morpholine^-carboxylicacid{l-[3-cyano-l-(indan-2-ylmethyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z 508=M+1 

Morpholme^arboxyfc^ 

3-ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; MS, m/z 488=M+1. 



2-{[AcetyliimnoK4-me^^ 



EXAMPLE 72 
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(a) N-(4-methoxy-thiobenzoyl)acetamide. 

5 A solution of acetyl chloride (4.69 g, 59.8 mmol) in acetone (20 mL) was added 
dropwise to a solution of 4-methoxythiobenzamide (5.00 g, 29.9 mmol) and pyridine 
(4.76 g, 60. 1 mmol) in acetone (30 mL). The reaction mixture was heated to reflux for 30 
min then poured onto ice water. The resulting precipitate was isolated via filtration and 
dried under vacuum overnight to provide a light yellow/orange solid (4.52 g, 72%). *H 

10 NMR (400 MHz, CDC1 3 ) 8 2.56 (s, 3H), 3.87 (s, 3H), 6.89 (dd, J= 6.9, 2.0 Hz, 2H), 7.77 
(dd,J = 6.9,2.0Hz,2H). 

(b) 2-{[Acetylimino-(4-methoxy-phenyl)-methyl]-amino}-N-(4-cyano-l-methyl- 
15 piperidin-4-yl)-3-cyclohexyl-propionamide. 

2-Chloro-N-methylpyridinium iodide (660 mg, 2.58 mmol), was added to a solution of N- 
(4-methoxy-thiobenzoyl)acetamide (420 mg, 2.01 mmol), 2-amino-N-(4-cyano-l-methyl- 
piperidin-4-yl)-3-cyclohexyl-propionamide bis hydrochloride salt (730 mg, 2.00 mmol), 

20 and N.N-diisopropylethylamine (1.05 mL, 6.02 mmol) in dichloromethane (8.0 mL). The 
reaction mixture was stirred at room temperature for 2 h, then diluted with 
dichloromethane (100 mL)and washed with 2x150 mL of saturated sodium bicarbonate. 
The organic phase was dried (MgS0 4 ) and concentrated. The resulting residue was 
chromatographed over 100 g of flash silica first using EtOAc, then 

25 dichloromethane/methanol 9: 1 as the eluant to provide the desired product as an off white 
solid (377 mg, 40%). ! H NMR (400 MHz, DMSO-d6) 8 0.70-0.90 (m, 2H), 1 .00-1 .30 
(m, 4H), 1.35-1.65 (m, 8H), 1.72 (s, 3H),T. 85-2.20 (m, 6H), 2.48-2.60 (m, 1H), 3.78 (s, 
3H), 4.20-4.35 (m, 1H), 6.95-6.99 (m, 2 H), 7.33 (d,7= 8.4 Hz, 1H), 7.72 (d,7= 8.4 Hz, 
1H). MS,m/z468 = M+l. 

30 
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cyclohexyl-propionamide. 



» Thiobenzoyl aeetantide was prepared aceording „ «he procedure ftom Example 1 
step a, starting with Ihiobenzaimde. ' 

(b) Tie title eompoand was p repa red starting from M^m> y l acetamide ^ 2 . 
™'"°-^ano-l.ne^^ 

hydroch.onde sal, aecording to the procedure ton, Example 72, step b. MS, m/z 438 = 

EXAMPLE 74 
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2- { [ Acety limino-(4-fluoro-phenyl)-methyl]-amino} -N-(4-cyano- 1 -mfethyl-piperidin-4- 
yl)-3-cyclohexyl-propionamide. 



5 (a) N-(4-Fluoro-thiobenzoyl )acetamide was prepared according to the procedure 
from Example 72, step a, starting with 4-fluorothiobenzamide. 

(b) The title compound was prepared starting from N-(4-fluoro-thiobenzoyl) 
acetamide and 2-amino-N-(4-cyano- l-methyl-piperidin-4-yl)-3-cyclohexyl-propionamide 
bis hydrochloride salt according to the procedure from Example 72, step b. MS, m/z 456 
10 =M+1. 

EXAMPLE 75 




2- [(Acetylimino-phenyl-methy^ 

3- cyclohexyl-propionamide. 

15 

(a) The title compound was prepared starting from thiobenzoyl acetamide and 2- 
ammo-N-[3-cyano4-(l-e%l-propyl>^ bis 
hydrochloride salt according to the procedure from Example 72, step b, except that the 
20 compound was purified by HPLC using a 20 x 250 mm C 1 8 reverse phase column with 
the method being 20% acetonitrile in water to 90% acetonitrile in water. MS, m/z 480 = 
M+l. 

EXAMPLE 76 
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{n-(4-Cyano-l-meth^^ 
4-yl-methylen}-carbamic acid ethyl ester (Method E). 



(a) (MorphoIine-4-carbothioyI)-carbamic acid ethyl ester. 

Morpholine (7.5 mL, 86.0 mmol) was added dropwise to a solution of ethyl 
isothiocyanato formate (10.0 mL, 84.8 mmol) in tetrahydrofuran (200 mL). The reaction 
mixture was stirred at room temperature for 2.5 h, then concentrated and dried under 
vacuum to provide the desired product as a white solid (16.5 g, 89%). This material was 
used without further purification. 'H NMR (400 MHz, CDC1 3 ) 5 1 .28 (t, J = 7. 1 Hz, 3H), 
3.61-3.97 (m, 8H), 4.16 (q, 7.1 Hz, 2H), 7.44 (br s, 1H). 



(b) {[^(^Cyano-l-memyl-piperidin^-ylcarbamoyO^-cyclohexyl-ethylamino]- 
morpholin-4-yl-methylen}-carbamic acid ethyl ester. 

2-Chloro-N-methylpyridinium iodide (680 mg, 2.66 mmol), was added to a solution of 
(Morpholine-4-carbothioyl)-carbamic acid ethyl ester (450 mg, 2.06 mmol), 2-amino-N- 
(4-cyano-l-methyl-piperidin.4-yl)-3-cyclohexyl-propionamide bis hydrochloride salt 
(745 mg, 2.04 mmol), and N,N-diisopropylethylamine (1.10 mL, 6.3 mmol) in 
dichloromethane (8.0 mL). The reaction was stirred at room temperature for 2.5 h then 
taken up in 10% citric acid solution and washed with EtOAc. The aqueous phase was 
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then basified with saturated sodium carbonate and extracted with EtOAc. The organic 
extract was dried (MgS0 4 ) and concentrated to provide the desired product as a white 
solid (250 mg, 26%). This material was further purified by HPLC using a 20 x 250 mm 
C) 8 reverse phase column with the method being 20% acetonitrile in water to 90% 
5 acetonitrile in water. MS, m/z 477 = M+ 1 . 



EXAMPLE 77 




{ [ 1 -(4-Cyano- 1 -propyl-piperidin^-ylcarbamoyl)-2-cyclohexyl-emylimino]-morpholin-4- 
10 yl-methyl}-carbamic acid ethyl ester. 

The title compound was prepared starting from (Morpholine-4-carbothioyl)-carbamic 
acid ethyl ester and 2-amino -N-(-4-cyano-l-propyl-piperidin-4-yl)-3- 
cyclohexylpropionamide bis hydrochloride salt according to the procedure from Example 
15 76, step b, except that the compound was first purified by chromatography over silica gel 
using 9: 1 methylene chloride : methanol as the eluant prior to reverse phase HPLC 
purification. MS,m/z505 = M+l. 



EXAMPLE 78 
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{[l<4-Cyano-l-propyI-piperidin^-yIcarbamoyl)-3,3-dimethyl-butylimino]-morpholm^ 
yl-methyl}-carbamic acid ethyl ester. 

The title compound was prepared starting from (Morpholine-4-carbothioyl)-carbamic 
acid ethyl ester and 2-amino -4,4-dimethyl-pentanoic acid (4-cyano-l-propyl-piperidin-4- 
yl)amide bis hydrochloride salt according to the procedure from Example 76. MS, m/z 
460 = M+1. 



({l-[3-Cyano-l-(l-ethyl-propyl)-pyrrolidin-3-ylcarbamoyl]-2-cyclohexyl-ethylamino}- 
morpholin-4-yl-methylene)-carbamic acid ethyl ester. 

The title compound was prepared starting from (Morpholine-4-carbothioyl)-carbamic 
acid ethyl ester and 2-amino-N-[3-cyano-l-(l-ethyl-propyl).pyrrolidin-3-yl]-3- 
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cyclohexyl-propionamide bis hydrochloride salt according to the procedure from 
Example 76, step b, . MS, m/z 519 = M+l. 

EXAMPLE 80 

5 




N-(4-Cyano-l-methyl-piperidin-4-yl)-3-cyclohexyl-2-[(ethylcarbamoylimino-phenyl- 
methyl)-amino]-propionamide (Method F). 

10 

(a) Benzimidic acid methyl ester. 

Benzimidic acid methyl ester hydrochloride (5 g, 29.1 mmol) was partitioned between 
1 5 saturated sodium carbonate solution (200 mL) and diethyl ether (1 00 mL). The organic 
layer was dried (MgS04) and concentrated to provide the desired product as a colorless 
liquid (3.20 g, 81%). This material was used without further purification. 'H NMR (400 
MHz, CDC1 3 ) 5 3.93 (s, 3H), 7.39-7.46 (m, 3H), 7.75 (d, J = 1.1 Hz, 2H). 

20 (b) l-Ethyl-3-(methoxy-phenyl-methylene)-urea. 

A neat mixture of benzimidic acid methyl ester (750 mg, 5.56 mmol) and ethyl 
isocyanate (808 mg, 1 1 .3 mmol) was stirred at 50 °C for 24 h. Excess isocyanate was 
removed under vacuum to provide the desired product as a colorless viscous oil (1 .09 g, 
25 95%). This material was used without further purification. 'H NMR (400 MHz, CDC1 3 ) 
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8 1 .07 (t, J = 7.3 Hz, 3 H), 3.25 (q, J= 7.3 Hz, 2 H), 3.87 (s, 3H), 4.97 (br s, 1H), 7.26- 
7.40 (m, 2H), 7.45 (d, J= 7.4 Hz, 1H), 7.69-7.71 (m, 2H). MS, m/z 207 = M+l. 

(c) N-(4-Cyano-l-methyl-piperidin-4-yl)-3-cyclohexyl-2-[(ethylcarbamoylimino- 
phenyl-methyl)-amino]-propionamide. 

A solution of l-ethyl-3-(methoxy-phenyl-methylene)-urea (350 mg, 1.70 mmol), 2- 
amino-N-(4-cyano-l-me%l-piperidin-4-yl)-3-cyclohexyl-propionamidebis 
hydrochloride salt (512 mg, 1.40 mmol) and N.N-diisopropylethylamine (352 mg, 2.73 
mmol) in dry methanol (5.0 mL) was stirred at room temperature for 60 h. The reaction 
mixture was concentrated and the resulting residue was chromatographed over 50 g of 
flash silica gel using dichloromethane to 5% methanol in dichloromethane as the eluant. 
This provided the desired product as a light yellow solid (280 mg, 43%) which was 
further purified by HPLC using a 20 x 250 mm C« reverse phase column with the 
method being 20% acetonitrile in water to 90% acetonitrile in water. MS, m/z 467 = 
M+l. 



N-(4-Cvano-1-methvl-pineridi^^^ 
benzprdlisothiazol-3-vlaminoVpropioTianii d e flvlethnrf fiv 

(a) A suspension of 3-chloro-benzo[d]isothiazole 1,1-dioxide (300 mg, 1.49 mmol) 
and 2-amino -N-(-4-cyano-l-methyl-piperidin-4-yl)-3-cyclohexylpropionamide bis 



EXAMPLE 81 
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hydrochloride salt (500 mg, 1.37 mmol) was prepared in 5.5 mL of acetonitrile. 
Triethylamine (575 \xL, 4.10 mmol) was added and the reaction mixture was stirred at 
room temperature for 1 day. The suspension was filtered to remove triethylamine 
hydrochloride and the filtrate was concentrated. The resulting residue was 
chromatographed over 50 g of flash silica using dichloromethane/ methanol 9:1 as the 
eluant to provide the desired product as a light yellow solid (310 mg, 49%). 'H NMR 
(400 MHz, CDC1 3 ) 5 0.25-0.45 (m, 1H), 0.65-0.85 (m, 2H), 0.95-1.10 (m, 2H), 1.30-1.60 
(m, 7H), 1.75-1.85 (m, 2H), 1.85-2.2 (m, 2H), 2.31 (s, 3H), 2.35-2.50 (m, 3H), 2.65-2.80 
(m, 2H), 4.60-4.70 (m, 1H), 7.35-7.50 (m, 2H), 7.58 (t, J = 7.3, 1H), 7.78 (d, J = 7.7 Hz, 
1H), 7.81 (br s, 1H), 8.91 (br s, 1H). MS, m/z 458 = M+l. 



EXAMPLE 82 




N-r4-Cvano-l-propvl-piperid in-4-vn-3-cvclohexvl-2-f 1.1 -dioxo-l^-lA- 6 - 
henzotdjisothiazol-S-vla minoVpropionamide. 

The title compound was prepared starting from 3-chloro-benzo[d]isothiazole 1,1-dioxide 
and 2-amino -N-(-4-cyano-l-propyl-piperidin-4-yl)-3-cyclohexylpropionamide bis 
hydrochloride salt according to the procedure from Example 81, except that the 
compound was further purified by HPLC using a 20 x 250 mm C 18 reverse phase column 
with the method being 20% acetonitrile in water to acetonitrile. MS, m/z 486 = M+l. 
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EXAMPLE 83 




PV^0-l-pror>vlnineridin-4-v|)- ?n i,a ?i 

The title compound was prepared starting from 3-chloro-benzo[d]isothiazole 1,1-dioxide 
and 2-amino -4,4-dimethyl-pentanoic acid (4-cyano-l-propyl- P iperidin-4-yl)amide bis 
hydrochloride salt according to the procedure from Example 81, except that the 
compound was further purified by HPLC using a 20 x 250 mm C„ reverse phase column 
with the method being 20% acetonitrile in water to acetonitrile. MS, m/z 460 = M+l. 



EXAMPLE 84 




N-P-Cvano-i-fi-ethvl-propvn-pvrrolidin- 3-vii-Vr v rloh exvi-?-ri i-h,^ .i^6 

benzordlisothiazol-^-vla^m oVprnpin^ a^,^, 
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The title compound was prepared starting from 3-chloro benzo[d]isothiazole 1,1-dioxide 
and 2-amino-N-[3-cyano-l<l-emyl-propyl)-pyrrolidinO-yl]-3-cyclohexyl-propionamide 
bis hydrochloride salt according to the procedure from Example 8 1 , except that the 
5 compound was further purified by HPLC using a 20 x 250 mm Ci 8 reverse phase column 
with the method being 40% acetonitrile in water to acetonitrile. MS, m/z 500 = M+l. 



10 EXAMPLE 85 




N-( 3-Cvano-l -cvclohe xvl-pvrrolidin-3-vlV3-cvclohexvl-2-( 1 . 1 -dioxo- Iff- IX 6 - 
15 henzofd]isothia7nl-3-vlaminoVDroDionamide. 

The title compound was prepared starting from 3-chloro benzo[d]isotbiazole 1,1-dioxide 
and 2-amino-N-(3-cyano- 1 -cyclohexyl-pyrrolidin-3-yl)-3-cyclohexyl-propionamide bis 
hydrochloride salt according to the procedure from Example 81, except that the 
20 compound was further purified by HPLC using a 20 x 250 mm Qg reverse phase column 
with the method being 40% acetonitrile in water to acetonitrile. MS, m/z 512 = M+l. 

EXAMPLE 86 

25 N.< r 4-Cvano-m ethvl-piperidin-4-vn-3-cvclohexvl-2-f3-oxo-3H-isoindol-l-vlaminoV 
propionamide. 
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The title compound was prepared starting from 3-imino-2, 3-dihydro-isoindol-l-oneand 
2-amino-N-(4-cyano-l-methyl-piperidin-4-yl)-3-cyclohexyl-propionamidebis 
hydrochloride salt according to the procedure from Example 81, except that refluxing 
THF was used as the solvent. The compound was further purified by HPLC using a 20 j 
250 mm Ci 8 reverse phase column with the method being 20% acetonitrile in water to 
acetonitrile. MS, m/z 422.5 = M+l. 



4,4-Dimeth y l-2-(3-QXQ-3H -isoindol-l - v1anim oVnent a nnir a cid-r4-cv a nn-l- 
propyl-Dineridin-4-vn-amide * 

The title compound was prepared from 3-imino-2, 3-dihydro-isoindol-l-oneand 2-amin( 
-4,4-dimethyl-pentanoic acid (4-cyano-l-propyl-piperidin-4-yl)amide bis hydrochloride 
salt according to the procedure from Example 86. MS, m/z 424.5 = M+l. 



EXAMPLE 87 




EXAMPLE 88 
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N-f4-cvano^-methyl-piperidin^-yl)-3^^ 
ylaminiQ) prgpignamide, 



(a) 2-Chloro-4,5-difluorobenzoic acid methyl ester. 

2-Chloro-4,5-difluorobenzoic acid (1.93 g, 10 mmol) was dissolved in 20 mL of acetone. 
Cesium carbonate (5.29 g, 15 mmol) was added followed by iodomethane (1.0 mL, 15 
mmol). This reaction mixture was heated under reflux for 1 h and then cooled to room 
temperature. This suspension was then diluted with 40 mL of ethyl ether. The solid was 
removed by filtration and washed with ethyl ether. The filtrate was evaporated in vacuo 
to give the title compound in quantitative yield as a clear oil. 

(b) 2-Cyano-4,5-difluorobenzoic acid methyl ester. 

The above oil (2.06 g, 10 mmol) was dissolved in 10 mL of JV-methyl pyrrolidinone. 
Copper (I) cyanide (1.79 g, 20 mmol) was added. This mixture was heated at 195 °C 
under nitrogen for 1 h. After cooling to room temperature, this solution was diluted with 
100 mL of water. The resulting solid was collected by filtration. This solid was then 
suspended in a rapidly stirred solution of potassium cyanide (0.5 g) in 30 mL of water for 
1 h. EtOAc (30 mL) was added. The mixture was filtered through diatomaceous earth. 
The organic phase was separated and the aqueous phase was extracted with EtOAc (20 
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mL x 2). The combined organic phase was washed with brine and dried over magnesium 
sulfate. The solvent was removed in vacuo. The residue was crystallized from ethyl 
ether and petroleum ether to give the title compound as a yellow solid (1.26 g, 64 %). 

(c) 5,6-Difluoro-2,3-dmydroO-imino-li/-isoindol-l-one. 

The above solid (0.493 g, 2.5 mmol) was dissolved in 20 mL of MeOH. This solution 
was saturated with ammonia at 0 °C and then stirred in a pressure tube at room 
temperature for 3 days. The solid was collected by filtration and washed with ethyl ether 
to give the title compound as a yellow solid ( 0.363 g, 80 %). 

The title compound was prepared from 5,6-difluoro-2,3-dihydro-3-imino-lH-isoindol-l- 
one and 2-amino-N-(4-cyano-l-methyl-piperidin-4-yl)-3-cyclohexyl-propionamide bis 
hydrochloride salt according to the procedure from Example 86. MS, m/z 458.3 = M+L 



EXAMPLE 89 




I 

N-r4-cyano-l -methvl-I?iperirt in-4-vn-3-cvcloh exvl-2-(2-oxn-?H-benz 0 relf 1 2} Gxm&A 

vkmino)-propiQnamide 1 

The title compound was prepared starting from 4-chloro-benzo[e][l,3] oxazin-2-one 
(prepared from benzo [e][l,3] oxazin-2,4-dione and PC1 5 in refluxing toluene) and 2- 
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amino-N-(4-cyano- 1 -methyl-piperidin-4-yl)-3-cyclohexyl-propionamide bis 
hydrochloride salt according to the procedure from Example 81. MS, m/z 438 = M+l. 



EXAMPLE 90 




N-r4-r.vano-l-methvl.piperidin-4-vn -2-r4.cvano-pvrimidin-2-vlaminoV3-CVClohexvl- 
prnpinnamide (Method G). 

2-Chloro-4-pyrimidinecarbonitrile (0.3 mmol, Daves, G. D. Jr., O'Brien, D. E, Cheng, C. 

15 C. J. Het. Chem, 1964, 1, 130) and 2-amino-iV-(4-cyano-l-methyl-piperidin-4-yl)-3- 
cyclohexyl-propionamide (0.7 mmol) were dissolved in acetonitrile (10 mL) containing 
MN-diisopropylethylamine (0.6 mmol). The solution was heated to a gentle reflux for 17 
h. The volatiles were evaporated and the residue was subjected to chromatography (silica 
gel, eluant = EtOAc then MeOH). The methanolic fraction was concentrated to a 

20 colorless solid which was rechromatographed (10% MeOH/EtOAc) to afford the title 
compound as a colorless solid (52%). The material was recrystallized from 
dichloromethane/petroleum ether. 

EXAMPLE 91 

25 
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N-f4-cvano-l-methv^^ 
cyclohexyl^ropionamite, 

The title compound was prepared from 2-chloro-4-trifluoromethyl pyrimidine and 2- 
amino-AT-(4-cyano-l-methyl-piperidin-4-yl)-3-cyclohexyl-propionamide according to the 
procedure from Example 90. MS, m/z 439.5 = M+l. 



N-(4-cyano-l-methyI-piperidine-4-yl)-3-cyclohexyl-2[>f-cyano-morpholine-4- 
carboximidoyl)-amino]-propionamide (Method H). 

(a) 2-(N-Cyano-iminomethylene-amino)-N-(4-cyano- 1 -methyl-piperidine-4-yl)-3- 
cyclohexyl-propionamide. 



EXAMPLE 92 
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A solution of diphenylcyanocarbonimidate (455 mg, 1.91 mmol), 2-amino-N-(4-cyano-l- 
methyl-piperidin-4-yl)-3-cyclohexyl-propionamide bis hydrochloride salt (680 mg, 1.86 
mmol) and N,N-diisopropylethylamine (482 mg, 3.73 mmol) in isopropanol (5.0 mL) was 
stirred overnight at room temperature. The reaction mixture was then filtered to provide 
5 the desired carbodiimide as a white powder (140 mg, 22%). This material was used 
without further purification. 'H NMR (400 MHz, CDC1 3 ) 8 0.80- 1 .00 (m, 2H), 1 .05- 1 .20 
(m, 1H), 1.20-1.40 (2H), 1.50-1.85 (m, 8H), 2.32 (s, 3H), 2.40-2.50 (m, 2H), 2.55-2.70 
(m, 4H), 2.85-2.95 (m, 2H), 4.10-4.20 (m, 1H), 8.77 (br s, 1H). MS, m/z 343 = M+l. 

l o (b) 2-(N-Cyano-benzimidoyl-amino)-N-(4-cyano- 1 -methy l-piperidine-4-yl)-3 - 
cyclohexyl-propionamide. 

A suspension of 2-(N-Cyano-iminomethylene-amino)-N-(4-cyano-l-methyl-piperidine-4- 
yl)-3-cyclohexyl-propionamide (120 mg, 0.35 mmol) in tetrahydrofuran (1 mL) was 
15 treated with morpholine (4 mL, 45.9 mmol). The reaction mixture was stirred at room 
temperature for 3 days then concentrated to dryness. The residue was purified by HPLC 
using a 20 x 250 mm Qg reverse phase column with the method being 20% acetonitrile in 
water to 90% acetonitrile in water. MS, m/z 430 = M+l. 

20 

EXAMPLE 93 
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N-(4-Cyano- l-methyl-piperidin-4-yl)-3-cyclohexyl-2- { [(diethyl-carbamoylimino)- 
morpholin-4-yl-methyl]-amino}-propionamide (Method H). 

(a) N,N-Diethyl carbamoyl thiocyanate. 

A suspension of sodium thiocyanate (3.30 g, 40.7 mmol) in dry acetonitrile (25 mL) at 
80°C was treated dropwise with a solution of N,N-diethyl carbamoyl chloride (5.0 g, 36.9 
mmol) in dry acetonitrile (15 mL). The reaction mixture was stirred at 80°C for 50 min, 
cooled to room temperature, then filtered through a fine glass frit. The resulting filtrate 
was used as a 0.9 M solution of N,N-diethyl carbamoyl thiocyanate in acetonitrile. 

(b) N-(4-Cyano-l-me%l-piperidm^^ 
thioureido)-propionamide 

A solution of 2-amino -N-(-4-cyano-l-propyl-piperidin-4-yl)-3-cyclohexylpropionamide 
bis hydrochloride salt (560 mg, 1.53 mmol) and triethylamine (500 jliL, 3.59 mmol) in 
acetonitrile (4 mL) was treated with a solution of N,N-diethyl carbamoyl thiocyanate in 
acetonitrile (3.0 mL, 2.7 mmol). The reaction mixture was stirred overnight at room 
temperature and concentrated on a rotary evaporator. The resulting residue was 
chromatographed (ethyl acetate: hexanes 1:1 then ethyl acetate and finally methanol: 
methylene chloride 1 :9 as the eluant) to provide the desired product as a light yellow 
solid (340 mg, 49%). MS, m/z 451.3 = M+l. 

The title compound was prepared by treating a solution of the resulting thiourea (340 mg, 
0.75 mmol) and triethylamine (230 jiL, 1.65 mmol) in dry acetonitrile (4 mL) with 
mercury (II) chloride (225 mg, 0.83 mmol) and morpholine (200 \\L, 2.23 mmol). The 
reaction mixture was stirred at room temperature for 4 h then filtered through a 0.45 pm 
filter disc. The resulting filtrate was filtered through a column of silica (5% 
methanol/methylene chloride as the eluant) and the resulting crude product was further 
purified by HPLC using a 20 x 250 mm Cj 8 reverse phase column with the method being 
20% acetonitrile in water to acetonitrile. MS, m/z 504.6 = M+l. 
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The following examples were prepared by Method H in a parallel fashion: 

EXAMPLE 94 

{ [ 1 -(4-cyano- lmethyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethylamino]-pyrrolidin- 1 - 
yl-methyl}-carbamic acid ethyl ester. MS,m/z 461= M+l. 

EXAMPLE 95 

{ [ 1 -(4-cyano- 1 -methy l-piperidin-4-ylcarbamoy l)-2-cyclohexyi-ethylamino]-piperidin- 1 - 
yl-methyl}-carbamic acid ethyl ester. MS, m/z 477 = M+l. 

EXAMPLE 96 

{ Azepan- 1 -yl-[ l-(4-cyano- lme%l-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethylamino]- 
methylene}-carbamic acid ethyl ester. MS, m/z 490 = M+1. 

EXAMPLE 97 

{Azocan-l-yl-[l-(4-cyano-lmethyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethylamin 
methylene} -carbamic acid ethyl ester. MS, m/z 504 = M+l. 

EXAMPLE 98 

l-{[l-(4-Cyano-l-methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethylamino]- 
ethoxycarbonylimino-methyl}-piperidine-4-carboxylic acid ethyl ester. MS, m/z 548 = 
M+l. 

EXAMPLE 99 
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1 - { [ 1 -(4-Cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethylamino] - 
ethoxycarbonylimino-methyl}-piperidine-3-carboxylic acid ethyl ester. MS, m/z 548 = 
M+l. 



EXAMPLE 100 

[[ 1 -(4-Cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethylamino]-(4- 
pyrrolidin-l-yl-piperidin-l-yl)-methylene]-carbamic acid ethyl ester. MS, m/z 545 = 
M+l. 

EXAMPLE 101 

{[ l,4*]Bipiperidinyl- 1 '-yl-[ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl 
ethylamino]-methylene}-carbamic acid ethyl ester. MS, m/z 559 =M+1. 

EXAMPLE 102 

[[l-(4-Cyano-l-methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethylamino]-(4-phenyl- 
piperazin-l-yl)-methylene]-carbamic acid ethyl ester. MS, m/z 553 =M+1. 

EXAMPLE 103 

[[ 1 -(4-Cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethylamino]-(4-ethyl- 
piperazin-l-yl)-methylene]-carbamic acid ethyl ester. MS, m/z 505 =M+1. 

EXAMPLE 104 
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{(4- Acetyl-piperazin- 1 -yl)-[ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl- 
ethylamino]-methylene}-carbamic acid ethyl ester. MS, m/z 519 = M+l. 

EXAMPLE 105 

4- {[ 1 -(4-Cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethylamino]- 
ethoxycarbonylimino-methyl}-piperazine-l-carboxylic acid ethyl ester. MS, m/z 549 = 
M+l. 

EXAMPLE 106 

[[l-(4-Cyano-l-methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethylamino]-(3,3,5- 
trimethyl-6-aza-bicyclo[3.2.1]oct-6-yl)-methylene]-carbamic acid ethyl ester. MS, m/z 
544 =M+1. 

The following examples may also be made by the methods described above: 

2-[(Ethylcarbamoylimino-morpholin-4-yl-methyl)-amino]-4,4-dimethyl-pentanoicacid(4- 
cyano- 1 -propyl-piperidin-4-yl)-amide 

2-[(Methanesulfonyhmino-morp^^ 
cyano- 1 -propyl-piperidin-4-yl)-amide 

2-[(Carbamoylimino-morpholin-4-yl-methyl)-amino]-4,4-dimethyl-pentanoicacid(4- 
cyano- 1 -propyl-piperidin-4-yl)-amide 

2^(E%lcarbamoylimino-morpholin-4-yl-methyl)-amino]-4,4-dimethyl-pentanoicacid(4- 
cyano- 1 -methyl-piperidin-4-yl)-amide 

2-[(Carbamoylimino-morpholin-4-yl-methyl)-amino]-4,4-dimethyl-pentanoicacid(4- 
cyano- 1 -methyl-piperidin-4-yl)-amide 
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2-[(Meta(sulfonylimino-mor^^^ 
cyano-l-methyl-piperidin-4-yl)-amide 

{[l<4-Cyano4-methyl-piperidin^-ylcarbamoyl)-3,3-dime%l-butylamino]-morpholin-4- 
yl-methylene}-carbamic acid ethyl ester 

{[lK3-Cyano-l-cyclohexylme%l-pyrrolidin-3-ylcarbamoyl)-33^imethyl-butylamino]- 
morpholin-4-yl-methylene} -carbamic acid ethyl ester 

2-[(E%lcarbamoylimino-morpholin-4-yl-me%^^ 
cyano-l-cyclohexylmethyl-pyrrolidin-3-yl)-amide 

2-[(Carbamoylimino-morpholin-4-yl-methyl)-amino]^,4-dime1hyl-pentanoicacid 
cyano- 1 -cyclohexylmethyl-pyrrolidin-3-yl)-amide 

2-[(Methanesulfonylimino-morpholin^-yl-methyl)-amino]-4,4-dime%l^ 
cyano- 1 -cyclohexylmethyl-pyrroUdin-3-yl)-amide 

2-[(Methanesulfonylimino-morpholin-4-yl-methyl)-amino]-4,4-dim^ 
cyano- 1 -cyclohexyl-pyrrolidin-3-yl)-amide 

2-[(Ethylcarbamoylimino-morpholin-4^ 
cyano- 1 -cyclohexyl-pyrrolidin-3-yl)-amide 

2-[(Carbamoylimino-morpholin-4-yl-me%l)-amino]-4,4-dimethyl-pentanoicacid(3- 
cyano-l-cyclohexyl-pyrrolidin-3-yl)-amide 

{[l-CS-Cyano-l-cyclohexyl-pyrrolidin-S-ylcarbamoyO-S^-dimethyl-butylarnino]- 
morpholin-4-yl-methylene}-carbamic acid ethyl ester 

({l-[3-Cyano-l-(4-methyl-cyclohexyl)-pyrrolidin-3-ylcarbamoyl]-3,3-dimethyl- 
butylamino}-morpholin-4-yl-methylene)-carbamic acid ethyl ester 

2-[(Ethylcarbamoylimtao-morpholin-4^ 
cyano-l-(4-methyl-cyclohexyl)-pyrrolidin-3-yl]-amide 



227 



WO 01/19816 



PCT/US00/23584 



2<(Carbamoylimino-morpholin^-yl-methyl)-amino]^,4-dimethyl-pentanoicacid [3- 
cyano- 1 -(4-methyl-cyclohexyl)-pyrrolidin-3-yl]-amide 

2-[(Methanesulfonylimino-morphol^^ 

cyano- 1 -(4-methyl-cyclohexyl)-pyrrolidin-3-yl]-amide 

2-[(Methanesulfonyliinino-morphoU^ [3- 
cyano-l-(l-ethyl-propyl)-pyrrolidin-3-yl]-amide 

2-[(Carbamoylimino-morpholin-4-yl-m^ [3- 
cyano- 1 -( 1 -ethyl-propyl)-pyrrolidin-3-y l]-amide 

2-[(Ethylcarbamoylimino-morpholin-4-yl^ 
cyano- 1 -( 1 -ethyl-propy l)-pyrrolidin-3-yl]-aniide 

( { l-[3-Cyano- 1 -(1 -ethyl-propyl)-pyrrolidin-3-ylcarbamoyl]-3,3-dimethyl-butylamino} - 
morpholin-4-yl-methylene)-carbamic acid ethyl ester 

({l-[3-C^ano-l-(l-H-indol-3-ylmethyl)-pyrrolidin-3-ylcarbamoyl]-3,3-dimethyl- 
butylamino}-morpholin-4-yl-methylene)-carbamic acid ethyl ester 

2-[(Ethylcarbamoylimino-morpholin-4-yl-me%l)-amino]-4,4-dimethyl-pentanoic 
cyano-l-(l-H-indol-3-ylmethyl)-pyrrolidin-3-yl]-amide 

2-[(Methanesulfonylimino-morpholin-4-yl-me%l)-amino]-4,4-dimethyl-pentanoica [3- 
cyano-l-(l-H-indol-3-ylmethyl)-pyrrolidin-3-yl]-amide 

2-[(Carbamoylimino-morpholin-4-yl-me%l)-amino]-4,4-dimethyl-pentanoicacid[3- 
cyano-l-(l-H-indol-3-ylmethyl)-pyrrolidin-3-yl]-amide 

2-[(Carbamoylimino-morpholin-4-yl-methyl)-amino]-4,4-dimethyl-pentanoicacid(l- 
benzyl-3-cyano-pyrrolidin-3-yl)-amide 

2-[(E%lcarbamoylimino-morpholin-4-yl-me^ 
benzyl-3-cyano-pyrrolidin-3-yl)-amide 
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{[Hl-BenzyW-cyano-pyrroUdin-3-yl^ 
yl-methylene}-carbamic acid ethyl ester 

2-[(Methanesulfonylimino-morpholin-4-yl-methyl)-amino]^,4-d 
benzyl-3-cyano-pyrrolidin-3-yl)-amide 

2-[(Methanesulfonylimino-m^^ 
cyano-l-phenethyl-pyrrolidin-3-yl)-amide 

{[l-(3-Cyano-l-phenethyl-pyrrolidinO-ylcarbamoyl)-33-dime%l-butylamino] 
4-yl-methylene}-carbamic acid ethyl ester 

2-[(E%lcarbamoylimmo-mor^ 
cyano- 1 -phenethyl-pyrrolidin-3-yl)-amide 

2-[(Carbamoylirrdno-morpholin^ acid (3- 

cyano- 1 -phenethyl-pyrrolidin-3-yl)-amide 



N<4-Cyano-l-propyl-piperidin-4-yl)-3^clohexyl-2-[(e%lc^ 
yl-methyl)-amino]-propionamide 

N-(4-Cyano4-propyl-piperidin-4-yl^ 
yl-methyl)-amino]-propionamide 

2-[(Carbamoylimino-morphoH^^ 
3 -cyclohexyl-propionamide 

N-(4-Cyano-l-methyl-piperidm-4^ 
yl-methyl)-amino]-propionamide 

2-[(Carbamoylimino-morphota^^^ 
3 -cyclohexyl-propionamide 
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N-(4-Cyano4-me%l-piperidin-4-yl)-3-cyclohexyl-2^(methanesulfo 
4-yl-methyl)-amino]-propionamide 

{[l-(3-Cyano-l-cyclohexylme%l-pyrrolidin-3-ylcarbamoyl)-2-cycl 
morpholin-4-yl-methylene}-carbamic acid ethyl ester 

N-(3-Cyano-l-cyclohexylmet^ 
morpholin-4-yl-methyl)-amino]-propionamide 

N-(3-Cyano- l^yclohexylmethyl-py^ 
moq?holin-4-yl-methyl)-amino]-propionamide 

2-[(Carbamoylimino-morpholin^ 
pyrrolidin-3-yl)-3-cyclohexyl-propionamide 

N-(3-Cyano-l-cyclohexyli)yn^ 
morpholin-4-yl-methyl)-amino]-propionamide 

N-(3-Cyano-l-cyclohexyl-pynx)lidin-3-^^^ 
morpholin-4-yl-methyl)-amino]-propionamide 

2- [(Carbamoylimino-morpholin^-yl-me 

3- y l)-3 -cyclohexyl-propionamide 

{[ 1 -(3-Cyano- 1 -cyclohexyl-pyrrolidin-3-y lcarbamoyl)-2-cyclohexyl-ethylamino]- 
morpholin-4-yl-methylene}-carbamic acid ethyl ester 

({ l_[3-Cyano^^4-me%l-cyclohexy 

ethylamino}-raorpholin-4-yl-methylene)-carbamic acid ethyl ester 
N-[3-Cyano-l-(4-methyl-cyclohexy0 

[(ethylcarbamoylimino-morpholin-4-yl-methyl)-amino]-propionam 

2-[(Carbamoylimino-morpholin^-yl-m^ 
pyrrolidin-3-yl]-3-cyclohexyl-propionamide 
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N-[3-Cyano-l-(4-methyl-cyclohexyl)-pyrrolidin-3-yl]-3-cyclohexyl-2- 
[(methanesulfonyHmino-morpholin-4-yl-methyl)-amino]-propionamide 

N-[3-Cyano4-(l-e%l-propyl)-pyrrolidinO-yl]-3-cyclohexyl-2-[(methanesulfon^ 
morpholin-4-yl-methyl)-amino]-propionamide 

2-[(Carbamoylimino-moipholin-4-yl-methyl)-amino]-N-[3-cyano- 1 -( 1 -ethyl-propyl)- 
pyrrolidin-3-yl]-3-cyclohexyl-propionamide 

N43-Cyano-Hl-e%l-propyl)-pyrrolid^ 
morpholin-4-yl-methyl)-amino]-propionamide 

({l-[3-Cyano-l-(lH-indol-3-ylmethyl)-pyrrolidin-3-ylcarbamoyl]-2-cyclohexyl- 
ethylamino}-morpholin-4-yl-methylene)-carbamic acid ethyl ester 

N-[3-Cyano-l-(-H-indol-3-ylmethyl)-pyrrolidin-3-yl]-3-cyclohexyl-2- 
[(ethylcarbamoylimino-morpholin-4-yl-methyl)-amino]-propionamide 

N-[3-Cyano-l-(l-H-indol-3-ylmethyl)-pyrrolidin-3-yl]-3-cyclohexyl-2- 
[(methanesulfonylimino-morpholin-4-yl-methyl)-amino]-propionamide 

2- [(Carbaraoylimino-morpholin^-yl-methyl)-amino]-N-[3-cyano- 1 -( 1 H-indol-3-ylmethyl)- 
pyrrolidin-3-yl]-3-cyclohexyl-propionamide 

N-(l-Benzyl-3-cyano-pyrrolidinO-yl)-2-[(carbamoylimino-morpholin-4-yl-methyl)-a^ 

3- cyclohexyl-propionamide 

N-(l-Benzyl-3-cyano-pyrrolidin-3-yl)-3-cyclohexyl-2-[(ethylcarbamoylimino-morpholin 
yl-methyl)-amino]-propionamide 

{[lKl-Benzyl-3<yano-pyrrolidin-3-ylcarbamoyl)-2-cyclohexyl-e%lamino]-morpholin-4- 
yl-methylene}-carbamic acid ethyl ester 

N-(l-Benzyl-3-cyano-pyrrolidin-3-yl^ 

4- yl-methyl)-amino]-propionamide 
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N_(3-Cyano-l -phenethyl-pyro^ 
morpholin-4-yl-methyl)-amino]-propionamide 

{[l-(3-Cyano-l-phenethyl-pyrrolidin-3^ 
4-y 1-methylene} -carbamic acid ethyl ester 

N<3-Cyano-l -phene%l-pyrroti 
morpholin-4-yl-methyl)»amino]-propionamide 

2-[(Carbamoylimino-morpholm^ 
yl)-3-cyclohexyl-propionamide 

{[1 -(4-Cyano- 1 -propyl-piperidin^-ylcarbamoyl)^^ 
methylene} -carbamic acid ethyl ester 

2-[(Ethylcarbamoylimino-morphoH acid (4- 

cyano- 1 -propyl-piperidin-4-yl)-amide 

2-[(Methanesulfonylimino^ acid (4- 

cyano- 1 -propy l-piperidin-4-yl)-amide 

2-[(Carbamoylimino-morpholin-4-yl-methy l)-amino]-4-methy 1-pentanoic acid (4-cyano- 1 - 
propyl-piperidin-4-yl)-amide 

2-[(Ethylcarbamoyhmino-morpholin-4-yU^ 
cyano- 1 -methy l-piperidin-4-yl)-amide 

2-[(Carbamoylimino-morpholin-4-y l-methyl)-amino]-4-methyl-pentanoic acid (4-cyano- 1 - 
methyl-piperidin-4-yl)-amide 

2-[(Methanesulfonylimino-moiphoH^ acid (4- 

cyano- 1 -methyl-piperidin-4-yl)-amide 

{[l-(4-Cyano-l-me%l-piperidin-4-ylcarbamoyl)-3-methyl-butylamino]-moiphofo 
methylene} -carbamic acid ethyl ester 
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{[ 1 -(3-Cyano- l<yclohexylmethyl-pyrrolidin-3-yIcarbamoyl)-3-methyl-butylamino]- 
morpholin-4-yl-methyIene}-carbamic acid ethyl ester 

2-[(Ethylcarbamoylimino-morpholin-4-yl-methyl)-amino]-4-methyl-pentanoic acid (3- 
cyano- 1 -cyclohexylmethyl-pyrrolidin-3-yl)-amide 

24(Methanesulfonylimino-morpholin^-yI-methyl)-amino]-4-methyl-pentanoicacid(3- 
cyano- 1 -cyclohexylmethyl-pyrrolidin-3-yl)-amide 

2-[(Carbamoylimino-morphoIin-4-yl-methyl)-amino]-4-methyl-pentanoicacid(3-cyano-l- 
cyclohexylmethyl-pyrrolidin-3-yl)-amide 

2-[(Methanesulfonylimino-morpholin-4^^ 
cyano- 1 -cyclohexyl-pyrrolidin-3-yl>amide 

2-[(E%lcarbamoylimino-morpholin^-yl-methyl)-amino]-4-methyl-pentanoicacid(3- 
cyano- 1 -cyclohexyl-pyrrolidin-3-yl)-amide 

2-[(Carbamoylimino-moipholin^-yl-methyl)-amino]-4-methyl-pentanoic acid (3-cyano- 1 - 
cyclohexyl-pyrrolidin-3-yl)-amide 

{[l<3-Cyano-l-cyclohexyl-pyrrolidin-3-ylcarbamoyl)-3-me%l-butylamino]-morphoUn 
yl-methylene}-carbamic acid ethyl ester 

({l-[3-Cyano-l-(4-methyl-cyclohexyl)-pyrrolidinO-ylcarbamoyl]-3-methyl-butylamino 
raorpholin-4-yl-methylene)-carbamic acid ethyl ester 

2-[(Ethylcarbamoylimino-morpholin-4-yl-m^ 
cyano-l-(4-methyl-cyclohexyl)-pyrrolidin-3-yl]-amide 

2-[(Carbamoylimino-morpholin-4-yl-methyl)-amino]-4-methyl-pentanoic acid [3-cyano- 1 - 
(4-methyl-cyclohexyl)-pyrrolidin-3-yl]-amide 

2-[(Methanesulfonylimino-moipholin-4-yl-methyl)-ammo]-4-raethyl-pentanoicacidp 
cyano- 1 -(4-methyl-cyclohexyl)-pyrrolidin-3-yl]-amide 
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2-[(Methanesulfonylimino-morpholm^ acid [3- 

cyano-l^l-ethyl-propyl)-pyrrolidin-3-yl]-amide 

2-[(Carbamoylimino-moipholin-4-yl-m^ acid [3-cyano- 1 - 

(l-ethyl-propyl)-pyrrolidin-3-yl]-amide 

2-[(Ethylcarbamoylimino-morpholin^ acid [3- 

cyano- 1 -( 1 -ethy l-propyl)-pyrrolidin-3 -yl]-amide 

( { 1 -[3-Cyano- 1 -( 1 -ethy l-propyl)-pyrrolidin-3-ylcarbamoyl]-3-me%Ubutylamino} - 
moipholin-4-yl-methylene)-carbamic acid ethyl ester 

( { 1 - [3-Cyano- Hl-H-in^ - 
moipholin-4-yl-methylene)-carbamic acid ethyl ester 

2-[(Ethylcarbamoylimino-morpto acid [3- 

cyano- 1 -( 1 -H-indol-3-y lmethyl)-pyrrolidin-3-yl]-amide 

2-[(Methanesulfonylimino-mo^ acid [3- 

cyano-l<l-H-indol-3-ylmethyl)-pyrrolidin-3-yl]-amide 

2-[(Carbamoylimino-morpholin-4-yi-me%^ acid [3-cyano-l- 

(l-H-indol-3-ylmethyl)-pyrrolidin-3-yl]-amide 

2-[(Carbamoylimino-moipho acid (l-benzyl-3- 

cyano-pyrrolidin-3-yl)-amide 

2-[(Ethylcarbamoylimino-moipholi^ acid (1 - 

benzyl-3-cyano-pyrrolidin-3-yl)-amide 

2-[(Carbamoylimino-morpholin-4-yI-me acid (l-benzyl-3- 

cyano-pyrrolidin-3-yl)-amide 

2-[(Methanesulfonylimino-morpholi^ acid (1- 

benzyl-3-cyano-pyrrolidin-3-yl)-amide 
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2-[(Methanesuifonylimino-mor^ acid (3- 

cyano- 1 -phenethyl-pyirolidin-3-yl)-amide 

{[M3-Cyano^-phenethyl-pynx>lidin^ 
yl-methylene}-carbamic acid ethyl ester 

2-[(Ethylcarbamoylimino-morpho^^ acid (3- 

cyano- 1 -phenethyl-pyrrolidm-3-yl)-amide 

2-[(Carbamoylimino-morpholin-4-yL^^ (3-cyano-l- 
phenethyl-pyrrolidin-3-yl)-amide 

{ [ 1 -(4-Cyano- 1 -propyl-piperidin-4-ylcarba^^ 
methylene} -carbamic acid ethyl ester 

2-[(Ethylcarbamoylimino-pte acid (4-cyano- 1 - 

propyl-piperidin-4-yl)-amide 

2-[(Methanesulfonylimino-phenyl-methyl)-amm^^ acid (4-cyano- 1- 

propyl-piperidin-4-yl)-amide 

2-[(Carbamoylimino-phenyl-methyl)-amino]-4,4-dime%l--pentanoic acid (4-cyano- 1 - 
propyl-piperidin-4-yl)-amide 

{[l-(3-Cyano-l-cyclohexylmethyl-pyr^ 
piperazin-l-yl-methylene}-carbamic acid ethyl ester 

2-[(Ethylcarbamoylimino-piperazin- 1 -yl-methyl)-amino]-4-methyl-pentanoic acid (3- 
cyano- 1 -cyclohexylmethyl-pyrrolidin-3-yl)-arnide 

2-[(Methanesulfonylimino-piperazin- 1 -yl-methyl)-amino]-4-methyl-pentanoic acid (3- 
cyano- 1 -cyclohexylmethyl-pyrrolidin-3-yl)-amide 

2-[(Carbamoylimino-piperazin- 1 -yl-methyl)-amino]-4-methyl-pentarioic acid (3-cyano- 1 - 
cyclohexylmethyl-pyrrolidin-3-yl)-arnide 
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( { 1 -[3-Cyano-l -(4«methyl-cyclohexyl)-pyrrolidin-3^ 
ethylamino}-pyridin-4-yl-methylene)-carbamic acid ethyl ester 

N^3-Cyano-l-(4-methyl-cyclohexyl)-pyrrolidin-3-yl]-3-cyclohexyl-2^ 
[(ethylcarbamoylimino-pyridin^-yl-methyl)-amino]-propionamid 

2-[(Carbamoylimino-pyridin-4-yl-me%l)^ 
pyrrolidin-3-yl]-3-cyclohexyl-propionamide 

N-[3-Cyano- 1 -(4-methyl-cyclohexyl)-pyrroIidin-3-yl]-3-cyclohexyl-2- 
[(methanesulfonylimino-pyridin^-yl-methyl)-amino]-propionamide 

N-(4-Cyano-l-me%i-pipendin^ 
methyl)-amino]-propionamide 

2-[(Carbamoylimino-pyrazin-2-yl-methyl)-amino]-N-(4-^ 
cyclohexyl-propionamide 

N-(4-Cyano-l-methyl-piperidin-4-yl)-3^ 
methyl)-amino]-propionamide 

{ [ 1 -(4-Cyano- 1 -methyl-piperidin-4-ylcarbam 
methylene} -carbamic acid ethyl ester 

{ [ 1 -( l-Benzyl-3-cyano-pyn-olidin-3-ylcarbamoyl)-3-methyl-butylami 
methyl} -carbamic acid benzyl ester 

{ [ 1 -( l-Benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3-methyl-butylamino]- 
ethylcarbamoylimino-methyl} -carbamic acid benzyl ester 

{[l-(l-Benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3-methyl-butyIamino]- 
methanesulfony limino-methy 1 } -carbamic acid benzyl ester 

2-( 1 , 1 -Dioxo- 1 H- 1 X 6 -benzo[d]isothiazol-3-ylamino)-4,4-dimethyl-pentanoic acid (4-cyano- 
1 -methyl-piperidin-4-yl)-amide 



236 



WO 01/19816 



T/US00/23584 



2-(l,l-Dioxo-lH4X 6 -be^^ 

1- cyclohexylmethyl-pyirolidin-3-yl)-amide 

2- (lJ-Dioxo-lH4X 6 -benzo[d]isotUazoW-ylamino)^4-dimethyl-pentanoi C acid 
l-(4-methyl-cyclohexyl)-pyrrolidin-3-yl]-amide 

2<l,l-Dioxo-lH-U 6 -ben Z o[d]isothiazolO-ylamino)-4 > 4-dimethyl-pentanoicacid 
l-(l-ethyl-propyl).pyrrolidin-3-yl]-amide 

2 <U-Dioxo-lH-UM>enzo[d]isoth^^ 
l-(lH-indol-3-yImethyl)-pyrrolidin-3-yl]-amide 

2 <U-Dioxo-lH4^benzo[d]isotM^^ 
1 -phenethyl-pyrrolidin-3-yl)-amide 

2<l,l-Dioxo-lH4A. 6 -b e nzo[d]isothiazol-3.ylaminoH,4^imethyl.pentanoicacid(l- 
benzyl-3-cyano-pyrrolidin-3-yl)-amide 

N<3-Cyano-l^yclohexylmethyl-pyrrolidin-3-yl)-3-cyclohexyl-2-(l,l-dioxo-lH-a 6 - 
benzo[d]isothiazol-3-yIamino)-propionamide 

N-[3-Cyano- 1 -(4-methyl-cycloh^^ 
benzo[d]isothiazol-3-ylamino)-propionamide 

N -[3<*ano-l-(lH-indoW-ylmethyl^ 
benzo[d]isothiazol-3-ylamino)-propionamide 

N-(3-Cyano4-phenethyl-pyrrolidin-3-yl)-3-cyclohexyl-2-(l,l-dioxo-lH-lA. 6 - 
benzo[d]isothiazol-3-yIamino)-propionamide 

N-(l-Benzyl-3-cyano-pyrrolidin-3-yl)-3-cyclohexyl-2-(l,l-dioxo-lH-U 6 - 
benzo[d]isothiazol-3-yIamino)-propionamide 

2<l,l-Dioxo-lH-a 6 -benzo[d]isothiazolO-ylamino)-4.methyl-pentanoicacid(4-cy^^ 
propyl-piperidin-4-yl)-amide 
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2-( 1 , 1-Dioxo-lH- 1 X 6 -benzo[d]isothiazol-3-ylamino)-4-methyl-pentanoic acid (4-cyano-l- 
propyl-piperidin-4-yl)-amide 

2-(l J-Dioxo-lH-lX. 6 -benzo[d]isothia2»l-3-ylamino)-4-methyl-pentanoic acid (3-cyano-l- 
cyclohexylmethyl-pyrrolidin-3-yl)-amide 

2-(l , 1-Dioxo-lH- 1 X 6 -benzo[d]isotbiazoI-3-ylamino)-4-methyl-pentanoic acid (3-cyano-l- 
cyclohexyl-pyrrolidin-3-yl)-aniide 

2-(l , 1-Dioxo-lH- 1 A, 6 -benzo[d]isothiazol-3-ylamino)-4-methyl-pentanoic acid [3-cyano-l- 
(4-methyl-cyclohexyl)-pyrrolidin-3-yl]-amide 

2-(l , 1-Dioxo-lH- 1 A, 6 -benzo[d]isothiazol-3-ylamino)-4-methyl-pentanoic acid [3-cyano-l- 
( 1 -ethyl-propy l)-pyirolidin-3 -yl]-amide 

2-(l , l-Dioxo-lH-lX, 6 -benzo[d]isothiazol-3-ylamino)-4-methyl-pentanoic acid [3-cyano-l- 
(lH-indol-3-ylmethyl)-pyrrolidin-3-yl]-amide 

2-( 1 ,l-Dioxo- 1H- 1 X, 6 -benzo[d]isothiazol-3-ylamino)-4-methyl-pentanoic acid (3-cyano-l- 
phenethyl-pyrrolidin-3-yl)-amide 

2-(l , 1-Dioxo-lH-l X 6 -benzo[d]isothiazol-3-ylamino)-4-methyl-pentanoic acid ( l-ben2yl-3- 
cyano-pyrrolidin-3-yl)-amide 

N-(4-Cyano-l-propyl-piperidin-4-yl)^-cyclohexyl-2-(3-oxo-3H-isoindol-l-ylamino)- 
propionamide 

4-Methyl-2-(3-oxo-3H-isoindol-l-ylamino)-pentanoic acid (4-cyano-l -propyl-piperidin-4- 
yl)-amide 

N-(4-Cyano-l-methyl-piperidin-4-yl)-3-cyclohexyl-2-(3,4-dihydro-lH-pyrano[4,3- 
c]pyridin-5-ylamino)-propionamide 

2-(3 ,4-Dihydro- 1 H-pyrano[4,3-c]pyridin-5-ylamino)-4,4-dimethyl-pentanoic acid (4-cyano- 
1 -methyl-piperidin-4-yl)-amide 
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2<3,4-Dihydro-lH-pyrano[4,3-c]pyridin-5-ylamino)-4-methyl-pentanoicacid(4-cyano-l- 
methyl-piperidin-4-yl)-amide 

N-(3-Cyano-l-cyclohexylmerayl-pyi^ 
propionamide 

2-(Isoquinolin-l-ylaminoH^dimethyl-pentanoicacid(3-cyano-l-cyclohexylmethyl- 
pyrrolidin-3-yl)-amide 

2-(Isoquinolin-l-ylamino)^-me%l-pentanoicacid(3-cyano-l-cyclohexylmethyl- 
pyrrolidin-3-yl)-amide 

2<Imidazo[l,5-a]pyridinO-ylamino)-4-me%l-pentanoicacid(3-cyano-l-cyc^ 
pyrrolidin-3-yl)-amide 

2-(Imidazo[l J 5-a]pyridinO-ylamino)^,4-dimethyl-pentanoicacid(3-cyano-l-cyclohexy^ 
pyrrolidin-3-yl)-amide 

N-(3-Cyano-l-cyclohexyl-pyrrolidinO-yl)-3-cyclohexyl-2-(imidazo[l,5-a]pyridin-3- 
ylamino)-propionamide 

N-[3-Cyano-l-(4-methyl-cycM^^ 
7H-purin-6-ylamino)-propionamide 

4-Methyl-2-(8-oxo-8,9-dihydro-7H-p U rin-6-ylamino)-pentanoicacid[3-cyano-l-^ 
cyclohexyl)-pyrrolidin-3-yl]-amide 

4,4-Dimethyl-2-(8-oxo-8,9-dihydro-7H-pxuin-6-ylammo)-pentanoicacid[3-cyano-l^ 
methyl-cyclohexyl)-pyrrolidin-3-yl]-amide 

2-{l-[3-Cyano4-(l-e%l-propyl).pyn-olidinO-ylcarbamoyl]-3,3-dime%l-butylamino}- 
pyrimidine-4-carboxylic acid amide 

2-{l-[3-Cyano-Hl-e%l-propyl)-pyr^ 
pyrimidine-4-carboxylic acid amide 
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2- { 1 -[3-Cyano- 1-( 1 -ethyl-propyl)-pyrrolidin-3-yfc^ 
pyrimidine-4-carboxylic acid amide 

4-Methyl-2-(2-oxo- 1 ,2-dihydro-quinazolin-4-ylamino)-pentanoic acid (3-cyano-l- 
cyclopentylmethyl-pyTTolidin-3-yl)-amide 

N-(3-Cyano-l-cyclopentylmethyl-py^ 
quinazolin-4-ylamino)-propionamide 

4,4-Dimethyl-2-(2-oxo- 1 ,2-dihydro-quinazolin-4-ylamino)-pentanoic acid (3-cyano- 1 - 
cyclopentylmethyl-pyrroIidin-3-yl)-amide 

N-(4-Cyano- 1 -propyl-piperidin-4-yl)-3-cyclohexyl-2-(4-oxo-3,4-dihydro-phthalazin- 1 - 
ylamino)-propionamide 

4-Methy l-2-(4-oxo-3 ,4-dihy dro-phthalazin- 1 -ylamino)-pentanoic acid (4-cyano- 1 -propy l- 
piperidin-4-yl)-amide 

4,4-Dimethy l-2-(4-oxo-3 ,4-dihydro-phthalazin- 1 -y iamino)-pentanoic acid (4-cyano- 1 - 
propyl-piperidiri-4-yl)-amide 

2-(lH-Indazol-3-ylamino)-4-methyl-pentanoic acid (4-cyano- l-methyl-piperidin-4-yl)- 
amide 

2-(lH-Indazol-3-ylamino)-4,4-dimethyl-pentanoic acid (4-cyano- 1 -propy l-piperidin-4-yl)- 
amide 

N-[4-Cyano-l-(2-hydroxy-ethyl)^ 
propionamide 

4-Methyl-2-(2-oxo-2H-benzo[e][ 1 ,3]oxazin-4-ylamino)-pentanoic acid (4-cyano- 1 -methyl- 
piperidin-4-yl)-amide 

4^Dimethyl-2-(2-oxo-2H-benzo[e][l,3]oxazin-4-ylamino)-pentanoi^ acid (4-cyano- 1- 
propyl-piperidin-4-yl)-amide 
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N-[4-Cyano-l-(2-hydroxy-ethyl)-piperidin^yl^ 
benzo[e][l,3]oxazin-4-ylamino)-propionamide 

^-Hydroxy-U-dioxo-lH-UWotdJiso^ 
acid (4-cyano-l-propyl-piperidin-4-yl)-amide 

Morpholine-4-carboxylic acid [l^-cyano-l-propyl-piperidin^-ylcarb^ 3 - 
dimethyl-butylaminoJ-morpholin-4-yl.methyleneamide 

4-Methyl-piperBzine-l-carboxy.ic acid rH4-cyano-l- P r^^ 3- 
dimethyl-butyIaminoj-morphoIin-4-yl-methyIeneamide 

ammol-pentanoicacidC^cyano-l-propyl-piperidin^-yl)^^ ' ' 

N-(4.Cy M o-l- m ethyl-pip e ridin^yl).3-cyclohexyl^ 
morpholine-4-carboximidoyl]-amino}-propionamide 

NK4-Cyano.l- m ethyl-pip eri din-4- y l)-3-cyclohexyl-2- {W 
yI)-morpholme-4-carboximidoyl]-amino}-propionamide 

N-(4-Cyano-l- m ethyI-pipendin^yl).3-cyc^^^ 
3-yl>morpholine-4-carboximidoyI].amino}-propionamide 

r[l-(4-Cyano-l- me t^^ 

a2a-bicyclo[2.2.1]hept-5-yl)-methylene]-carbamic acid e%l est CT 

[[l^-Cyano-l-methyl-piperidin^-ylca^bamoyl)^^ 
methoxymethyl-mo^holin^-yO-me^leneJ-carb^ acid ethyl ester 

d'methyl-morpholin-4-yD.methyleneJ-carbamic acid ethyl , 



. ester 
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N<4-Cyano-l-methyl-piperidin-4-yl)-3-cycIohexyl-2-{[N-(4-methoxy-phenyl)- 
morpholine-4-carboximidoyl]-amirio}-propionamide 

4- ( {N-[ 1 -(4-Cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cycIohexyl-ethyl]- 
morpholine-4-carboximidoyl}-amino)-benzamide 

2<{N-[ 1 -(4-Cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
morpholine-4-carboximidoyl}-amino)-oxazole-5-carboxylic acid amide 

2-( {N-[ 1 -(4-Cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
morpholine-4-carboximidoyl}-amino)-oxazole-4-carboxylic acid amide 

5- ({N-[l-(4-Cyano-l-methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
morpholine-4-carboximidoyl}-amino)-pyridine-2-carboxylic acid amide 

2-( {N-[ 1 -(4-Cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
morpholine-4-carboximidoyl}-amino)-3H-imidazole-4-carboxylic acid amide 

2-[(N-Benzooxazol-2-yl-morpholine-4-carboximidoyl)-amino]-N-(4-cyano-l-methyl- 
piperidin-4-yl)-3-cyclohexyl-propionamide 

N-(4-Cyano-l-methyl-piperidin-4-yl)-3-cyclohexyl-2-[(N-thiazol-2-yl-morpholine-4- 
carboximidoyl)-amino]-propionamide 

N-(4-Cyano-l-methyl-piperidin-4-yl)-3-cyclohexyl-2-{[N-(5-phenyl-thiazol-2-yl)- 
morpholine-4-carboximidoyl]-amino} -propionamide 

2- { [N-(5-Carbamoylmethyl-oxazol-2-yl)-morpholine-4-carboximidoyl]-amino} -N-(4- 
cyano-l-memyl-piperidin-4-yl)-3-cyclohexyl-propionamide 
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N-(4-Cyano-l-m e thyl-piperidm-4-yl).3-cyc^^ 
morpholine-4-carboximidoyl]-amino}-propionamide 

N-(4-Cyano-l-me%l-piperidin^yl)-3-cyclohexyl-2-(5M^^ 
c][l,4]oxazin-3-yIamino)-propionaraide 

N<4-Cyano-l-methyl.piperidin-4-yl).3-cyclohexyl^ 
imidazotS.l-cJtl^Joxazin-S.ylammoJ-propionamide 

[[l<4-Cyano-l-me%I-piperidin^ylcarbamoyl)-^^ 
™thylcarbamoyl^^ acid ethyi ester 

{[l-(4-Cyano-l-methyl-pi pe ridin^ylcarbamoyl)^^^ 
methylcarbamoyl^^ 

acid ethyl ester 



N-(4-cyano-l-m e thyI-piperidin^yl)0- C yclohexyl-2-(lH-indo^ 
propionamide 

([H4-cyano-l-methy^^ 
morpholin-4-yl-methylene)-carbamic acid ethyl ester 

([l-(4-cyano-l-methyl-piperidin-4-yl-carbamoyl)-2-(6- 

dimethylaminome%,na P hthalen-2-yl-ethylamino]-mo^^ 
carbamic acid ethyl ester 

2^Benzooxazol-2-ylaminoW^ 
propionamide 

2-(Be„ Z ooxa2ol-2-ylaminoM,4-di me thyl-pentanoicac^^ 
4-yl)-amide 
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2-(Benzothiazol-2-yiamino)-N-(4-cyano- 1 -methy l-piperidin-4-yl)-3-cyclohexyl- 
propionamide 

2-(Benzothiazol-2-ylamino)-4,4-dimethyl-pentanoic acid (4-cyano- 1 -propyl-piperidin- 
4-yl)-amide 

2-(lH-Benzoimidazol-2-ylamino)-N^ 
propionamide 

2-(lH-Benzoimidazol-2-ylamino)-4,4-dimethyi-pentanoic acid (4-cyano- 1-propyl- 
piperidin-4-yl)-amide 

N-(4-Cyano-l-methyl-piperidin-4-yl)-3-cyclohexyl-2-(6-methanesulfonyla 
indazol-3-ylamino)-propionamide 

2-(6-Methanesulfonylamino-2H-indazol-3-ylamino)-4,4-dime%l-pentanoi acid (4- 
cyano- 1 -propy l-piperidin-4-y l)-amide 

2-(Benzo[d]isoxazol-3-y!amino)^ 
propionamide 

2-(Benzo[d]isoxazol-3-ylamino)-4,4-dimethyl-hexanoicacid(4-cyano-l-propyl- 
piperidin-4-yl)-amide 

2-(Benzo[d]isothiazol-3-ylamino)-N-(4-cyano-l-methyl-piperidin-4-yl)-3-cyc 
propionamide 

2-(Benzo[d]isothiazol-3-ylamino)-4,4-dimethyl-pentanoic acid (4-cyano- 1 -propy 1- 
piperidin-4-yl)-amide 
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1 



imidazo[l,5-d]pyridin-3-ylamino)-propionamide 

^-Methanesulfo^^ 
acid(4-cyano-l-propyl-piperidin-4-yl)-amide 

2 W2-Carbamoyl-ethyl)^ acid (4- 

cyano- 1 -propyl-pi pe ridin-4-yI)-amide 

N <4-Cyano-l-me%^^ 
propionamide 



4>4-Dimethyl-2-(3-u^^ acid (4-cyano-l -propyl- 

piperidin-4-yl)-amide 

2-[l-(2-Carbamoyl-ethyl)-lH-in U dazol-2-ylamino]^^^^ 
yl)-3-cyclohexyl-propionamide 

4,4-Dime%l-2-(4-trifluoromethyl-pyrimidin-2-y^^^ 
propyI-piperidin-4-yl)-amide 

«Hl-Berizyl-4-cyano-pi P er^ 
4-yI-methyl}-methyl-carbamic acid ethyl ester 

{[l-(4-Cyano4-isopropy^^^ 
4-yl-methylene}-carbamic acid benzyl ester 

{tl-(4-Cyano-l-e%l-^ 
4-yl-methylene}-carbamic acid cyclopentyl ester 
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{ [ 1 -(4-Cyano- 1 -phenethyl-piperidin-4-ylcarbamoyl)-3,3-dim^ 
morpholin-4-yl-methylene}-carbamic acid 2-methoxy-ethyl ester 

{ [ 1 -(4-Cyano- 1 -cyclohexyl-piperidin^-ylcarbamoyl)-3,3'-dimethyl-buty lamino]- 
phenyl-methylene} -carbamic acid ethyl ester 



The compounds of the invention are useful in inhibiting the activity of cathepsin S, K, F, 
L and B. In doing so, these compounds are useful in blocking disease processes mediated 
by these cysteine proteases. 

Compounds of this invention effectively block degradation of the invariant chain to CLIP 
by cathepsin S, and thus inhibit antigen presentation and antigen-specific immune 
responses. Control of antigen specific immune responses is an attractive means for 
treating autoimmune diseases and other undesirable T~cell mediated immune responses. 
Thus, there is provided methods of treatment using the compounds of this invention for 
such conditions. These encompass autoimmune diseases and other diseases involving 
inappropriate antigen specific immune responses including, but not limited to, 
rheumatoid arthritis, systemic lupus erythematosus, Crohn's disease, ulcerative colitis, 
multiple sclerosis, Guillain-Barre syndrome, psoriasis, Grave's disease, myasthenia 
gravis, scleroderma, glomerulonephritis, atopic dermatitis, insulin-dependent diabetes 
mellitus and asthma. The compounds of the invention can also be used to treat other 
disorders associated with extracellular proteolysis such as Alzheimer's disease and 
atherosclerosis. The compounds of the invention can also be used to treat other disorders 



METHODS OF THERAPEUTIC USE 
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associated with inappropriate autoimmune responses, T-cell mediated immune responses, 
or extracellular proteolysis mediated by cathepsin S, unrelated to those listed above or 
discussed in the Background of the Invention. Therefore, the invention also provides 
methods of modulating an autoimmune disease comprising administering to a patient in 
need of such treatment a pharmaceutically effect amount of a compound according to the 



invention. 



Compounds of the invention also inhibit cathepsin K. In doing so, they may block 
inappropriate degradation of bone collagen and other bone matrix proteases. Thus, there 
is provided a method for treating diseases where these processes play a role such as 
osteoporosis. Inhibition of cathepsins F, L, and B are also within the scope of the 
invention due to similarity of the active sites in cysteine proteases as described above. 

For therapeutic use, the compounds of the invention may be administered in any 
conventional dosage form in any conventional manner. Routes of administration include, 
but are not limited to, intravenously, intramuscularly, subcutaneously, intrasynovially, by 
infusion, sublingually, transdermally, orally, topically or by inhalation. The preferred 
modes of administration are oral and intravenous. 

The compounds of this invention may be administered alone or in combination with 
adjuvants that enhance stability of the inhibitors, facilitate administration of 
pharmaceutical compositions containing them in certain embodiments, provide increased 
dissolution or dispersion, increase inhibitory activity, provide adjunct therapy, and the 
like, including other active ingredients. Advantageously, such combination therapies 
utilize lower dosages of the conventional therapeutics, thus avoiding possible toxicity and 
adverse side effects incurred when those agents are used as monotherapies. Compounds 
of the invention may be physically combined with the conventional therapeutics or other 
adjuvants into a single pharmaceutical composition. Advantageously, the compounds 
may then be administered together in a single dosage form. In some embodiments, the 
pharmaceutical compositions comprising such combinations of compounds contain at 
least about 15%, but more preferably at least about 20%, of a compound of the invention 
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(w/w) or a combination thereof. Alternatively, the compounds may be administered 
separately (either serially or in parallel). Separate dosing allows for greater flexibility in 
the dosing regime. 

5 As mentioned above, dosage forms of the compounds of this invention include 

pharmaceutically acceptable carriers and adjuvants known to those of ordinary skill in the 
art. These carriers and adjuvants include, for example, ion exchangers, alumina, 
aluminum stearate, lecithin, serum proteins, buffer substances, water, salts or electrolytes 
and cellulose-based substances. Preferred dosage forms include, tablet, capsule, caplet, 

10 liquid, solution, suspension, emulsion, lozenges, syrup, reconstitutable powder, granule, 
suppository and transdermal patch. Methods for preparing such dosage forms are known 
(see, for example, H.C. Ansel and N.G. Popovish, Pharmaceutical Dosage Forms and 
Drug Delivery Systems, 5th ed., Lea and Febiger (1990)). Dosage levels and 
requirements are well-recognized in the art and may be selected by those of ordinary skill 

15 in the art from available methods and techniques suitable for a particular patient. In some 
embodiments, dosage levels range from about 10-1000 mg/dose for a 70 kg patient. 
Although one dose per day may be sufficient, up to 5 doses per day may be given. For 
oral doses, up to 2000 mg/day may be required. As the skilled artisan will appreciate, 
lower or higher doses may be required depending on particular factors. For instance, 

20 specific dosage and treatment regimens will depend on factors such as the patient's 
general health profile, the severity and course of the patient's disorder or disposition 
thereto, and the judgment of the treating physician. 

ASSESSMENT OF BIOLOGICAL PROPERTIES 

25 

Expression and Purificatio n of recombinant human Cathepsin S 
Cloning of human cathepsin S : 

U937 RNA was subjected to reverse transcriptase / polymerase chain reaction with 
30 primer A (5'cacaatgaaacggctggtttg 3') and primer B (5'ctagatttctgggtaagaggg 3') 
designed to specifically amplify the cathepsin S cDNA. The resulting 900 bp DNA 
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J* SUbC ' 0ned tato - •. confirm its iden% . 

This construe, was used for aU subsequent manipulations. This procedure is ^ * 
cloning of known genes and is established in its field. 

Mad,S °"' W 5371 " b * di «««™ «» enzyme Sac,,, followed by 

treatment with T4 DNA pofymerase to genera* a Man, end, and a second reason 
enzymedigeawith SaU. I«wa S snbc,oned i „ to p Fast Bac, donor plasmid (GibcoBRL, 
8717 Grovemon, Cr., Gaitherabu*. MD 20884) whicb bad been cn, wi<b reaction 
- enzymeBamH.arrd blunt-ended and tben cut with restriction enzyme SaU. The ligation 
nature was used to transform DH5a competent ceUs (GibcoBRL) and pisted on LB 
Plate containing ,0Dug/ml ampicUlm Colonies were grown in overnight cultures of LB 
medra containing 50ug/ml Ampicillin, p,asmid DNA isolated and correct insert 
""^^^oneuzymemgearion.ReocmbmM.pF^odrrnorp^™ 
Wormed into DHlOBac competen, ceUs (GibcoBRL). Urge white colonies were 
prcked from LB plates containing 50ug/m> kanamycin, 7ug/m. gentaroicin, 10ug/ ml 
teuncycline, lOOug/m! Brno-gar, and 40ug/ml IPTG. DNA was isolated and used to 
transfee, SS insec, ceUs using CellFECTIN reagen, (GibcoBRL). Ce,l S and supemaran, 
were harvested after 72 hours. Vira, superoatan, was passaged twice and presence of Cat 
S confirmed by PCR of the supernatant 

SF9 celis were infected with recombinant baculoviros a. a MO, of 5 for 48-72 hrs Cell 

pelle.wa,ly S eda n d fa c„ba te di„bu ff e r atpH4.5a,37for2hou reW ac ti va t eCa,Sftom 
preform to active mature fore, (Bromme, D & McGrath, M., ,996, 

5.789-791.) Presence of Ca, S was couflrmed by SDS-PAGB and Western bio, using 
rabbit anti-human proCat S. 

InhibitinnnfCathftpgmS 

H ZTTT" cathep5in s expreMed in Bacu,ovinK is ™« " * ^ — 

of 10„M ,n buffer. Bufler is 50mM Na AceMe, p H 6.5, 2.5mMEDTA, 2 .5mMTCEP 
Enzyme is incubated with either compound or DMSO for ,0 min a, 37C. Substrate 7 ' 
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amino-4-methylcoumarin, CBZ-L-valyl-L-valyl-L-arginineamide (custom synthesis by 
Molecular Probes) is diluted to 20uM in water (final concentration of 5uM), added to 
assay and incubated for additional 10 minutes at 37 C. Compound activity is measured 
by diminished fluorescence compared to DMSO control when read at 360nm excitation 
5 and 460nm emission. 

Examples listed above were evaluated for inhibition of cathepsin S in the above assay. 
All had IC 5 o values of 100 micromolar or below. 



10 Inhibition of Cathepsin K. F. L and B; 

Inhibition of these enzymes by particular compounds of the invention may be determined 
without undue experimentation by using art recognized methods as provided hereinbelow 
each of which is incorporated herein by reference: 

15 

Cathepsin B, and L assays are to be found in the following references: 

1 . Methods in Enzymology, Vol.244, Proteolytic Enzymes: Serine and Cysteine 
Peptidases, Alan J. Barrett, ed. 

20 

Cathepsin K assay is to be found in the following reference: 

2. Bromme, D., Okamoto, K., Wang, B. B„ and Biroc, S. (1996) 1 Biol Chem. 271, 
25 2126-2132. 



Cathepsin F assays are to be found in the following references: 

30 3. Wang, B., Shi, G.P., Yao, P.M., Li, Z., Chapman, H.A., and Bromme, D. (1998) J. 
Biol Chem. 113, 32000-32008. 

4. Santamaria, L, Velasco, G., Pendas, A.M., Paz, A., and Lopez-Otin, C (1999) J. Biol 
Chem, 274, 13800-13809. 

35 



Preferred compounds to be evaluated for inhibition of Cathepsin K, F, L and B in the 
above assays desirably have IC50 values of 100 micromolar or below. 
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What is claimed is 

1 . A compound of formula (I): 



R 4 X \HetJ-R 5 



wherein: 



10 



7US00/23584 



(I) 



Het ,s prpendinyl, pyrrolidinyl, azetidinyl, tetrahydropyranyl, tetrahydrothiopyranyl 
e^ydroforanyl, hexahyd.opyrimidinyl, hexahydropyndazinyl, piperazinyl, 1 ,4,5 I 

15 being optionally substituted with one or more R 5 ; 



20 



25 



YisOorS; 



fc . CM aUcyl, CM aKoxy, aryloxy, C3-7 cydoaliy,, pheny., beazy,, raphtM , 
e^ydronaphftyl, C.-San.yMfony.C.-Jalky., CS-TcydoaM^cl-SaH,,, 
«°y'CMa, M ,Pyrro^^^^ ' 
p.perazinyl, pyranyli ^ ^ > 

«-w « iraida20lyl , pyridinyl , pytimmyU pM ^ 

benzotay ta,^ ■ 
benzoxazolyl, a^ioy,, or a.™, wherein R, „ „ plionalIy one 
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Ra is CI -5 alkyl, C3-7 cycloalkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
benzoxazolyl, benzisoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, 
quinoxalinyl, Cl-5 alkoxy, Cl-5alkanoyl, Cl-5alkanoyloxy, aryloxy, benzyloxy, 
CI -5 alkoxy carbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by CI -8 alkyl, aryl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, 
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Ra is Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio, arylthio wherein the 
sulfur atom may be oxidized to a sulfoxide or sulfone, ureido wherein either 
nitrogen atom may be independently substituted by alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, Cl-5 
alkoxy carbonylamino, aryloxy carbonylamino, Cl-5 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-5 alkylsulfonylamino, arylsulfonylamino, Cl-5 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, halogen, hydroxy, oxo, 
carboxy, cyano, nitro, amidino or guanidino, Ra may be further optionally 
substituted by one or more Rj>; 
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Rb is Cl-5 alkyl, C3-6 cycloalkyl, aiyl, Cl-5 alkoxy, aryloxy, benzyloxy, 
halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino; 

R 2 is hydrogen or CI -3 alkyl; 

R 3 is hydrogen, Cl-5 alkyl, C2-5alkylene, C3-7 cycloalkyl, arylCl-3alkyl or aryl wherein 
R3 is optionally substituted by one or more Rc; 

Rc is Cl-5 alkyl, C3-7 cycloalkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-5 alkoxy, aryloxy, Cl-5 
alkanoyl, aroyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, Cl-5 alkanoyloxy, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Rc is Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
Cl-5 alkoxycarbonylamino, aryloxycarbonylamino, Cl-5 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-5 alkylsulfonylamino, arylsulfonylamino, Cl-5 
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alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, halogen, 
hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc may be further 
optionally substituted by one or more R<j; 

Rd is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylalkyl, Cl-5 alkoxy, aryloxy, 
arylCl-5alkoxy, aroyl, amino, halogen, hydroxy, oxo, carboxy, cyano, 
nitro, amidino or guanidino; 



R4 is hydrogen or CI -3 alkyl; 



R 5 is Cl-5 alkyl chain optionally interrupted by one or two O or S, phenyl, naphthyl, 
arylCl-3alkyl, furanyl, thienyl, pyrrolyl, imidazolyl, pyridinyl, pyrimidinyl, Cl-5 
alkanoyl, aroyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, benzyloxycarbonyl, carbamoyl 
wherein the nitrogen atom may be independantly mono or disubstituted by Cl-5 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, furanyl, thienyl, pyrrolyl, 
thiazolyl, imidazolyl, pyridinyl, benzimidazolyl or quinolinyl, 

or R 5 is Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom may be 
oxidised to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidised to a 
sulfoxide or sulfone, Cl-5 alkylsulfonylamino, arylsulfonylamino, Cl-5 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or disubstituted by alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyridinylcarbonyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl or arylsulfonyl, or R 5 is halogen, hydroxy, oxo, 
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10 



carboxy, cyano, nitro, amidino or guanidino, R 5 may be further optionally substituted by 
one or more R«; 



Re is Cl-5 alkyl, C3-6 cycloalkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, thienyl' 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinol'inyl, 
isoquinolinyl, quinazolinyl, benzoxazolyl, quinoxalinyl, Cl-5 alkoxy, aryloxy,' 
aroyl, amino wherein the nitrogen atom may be independently mono or di- 
substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, furanyl, 
thienyl, pyrrolyl or pyridinyl, halogen, hydroxy, oxo, carboxy, cyano, nitro, 
benzyloxy, arylCl-3alkoxycarbonyl, amidino or guanidino; 



X is O or S and 

15 

pharmaceutically acceptable derivatives thereof. 



2. The compound according to claim 1 

20 

wherein: 

Het is piperidinyl, pyrrolidinyl, tetrahydropyranyl or tetrahydrothiopyranyl each ring 
being substituted with one or more R 5 ; 

25 

Yis O; 

R, is Cl-3 alkyl, Cl-3 alkoxy, C3-7 cycloalkyl, phenyl, benzyl, naphthyl, 
tetrahydronaphthyl, piperidinyl, morpholinyl, piperazinyl, furanyl, thienyl, pyridinyl, 
30 isoxazolyl, pyrazinyl, indolyl, quinolinyl, benzofuranyl, benzimidazolyl, benzoisoxazolyl 
or amino; wherein R, is optionally substituted by one or more R,; 
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RaisCl-3 alkyl, phenyl, naphthyl, piperidinyl, indolinyl, morpholinyl, 
piperazinyl, furanyl, thienyl, benzimidazolyl, Cl-3 alkoxy, Cl-3 alkanoyl, 
phenoxy, naphthyloxy, benzyloxy, Cl-3 alkoxycarbonyl, benzoyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by CI -5 
alkyl, phenyl, piperidinyl, morpholinyl, piperazinyl, furanyl, thienyl or pyridinyl, 
or Ra is Cl-5 alkanoylamino, benzoylamino, Cl-3alkylsulfonyl, phenylsulfonyl, 
ureido wherein either nitrogen atom may be independently substituted by alkyl, 
phenyl, piperidinyl, morpholinyl, furanyl, thienyl or pyridinyl, Cl-3 
alkoxycarbonylamino, CI -5 alkylcarbamoyloxy, CI -5 alkylsulfonylamino, 
phenylsulfonylamino, Cl-5 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-5 
alkyl, phenyl, piperidinyl, morpholinyl, piperazinyl, furanyl, thienyl or pyridinyl, 
halogen, hydroxy, oxo, carboxy, nitro or cyano, R* may be further optionally 
substituted by one or more Rt>; 

Rb is halogen, hydroxy, benzyloxy, oxo or cyano; 
R 2 is hydrogen; 

R 3 is Cl-5 alkyl or C2-5 alkylene, C4-6 cycloalkyl or benzyl wherein R 3 is optionally 
substituted by one or more Rc; 

Rc is Cl-4 alkyl, C5-6 cycloalkyl, phenyl, naphthyl, Cl-4 alkoxy, phenoxy, 
benzoyl, benzyloxy, indolinyl, imidazolyl, Cl-3alkylthio, Cl-3alkylsulfonyl, 
halogen, hydroxy, oxo, carboxy, nitro or cyano, Rc may be further optionally 
substituted by one or more R<i; 

Rd is methyl, phenyl, benzyl, benzyloxy, Cl-3alkoxy, halogen, hydroxy, 
nitro or cyano; 
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R4 is hydrogen; 



R 5 .s Cl-4alkyl chain optionally interrupted by one 0 or S atom, phenyl, phenylCl- 
2alkyl, furanyl, pyrimidinyl, thienyl, Cl-3 alkanoyl, benzoyl, Cl-4 alkoxycarbonyl 
5 carbamoyl wherein the nitrogen atom may be independently mono or disubstituted by 
Cl-5 alkyl, phenyl, piperidinyl, morpholinyl, piperazinyl, furanyl, thienyl or pyridinyl 
Cl-3 alkylthio, phenylthio, Cl-5 alkylaminosulfonyl, phenylaminosulfonyl CI- 
Salkylamino wherein the nitrogen atom may be independently mono- or disubstituted by 
naphthylsulfonyl or pyridinylcarbonyl, halogen, hydroxy, carboxy, oxo or cyano, R 5 may 
10 be further optionally substituted by one or more R,; 

Re is Cl-3 alkyl, C5-6 cycloalkyl, phenyl, naphthylmethyl, piperidinyl, 
morpholinyl, piperazinyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
benzimidazolyl, quinolinyl, isoquinolinyl, Cl-4 alkoxy, benzoyl, amino wherein 
15 the nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl, 

Phenyl, piperidinyl, morpholinyl, furanyl, thienyl or pyridinyl, halogen, hydroxy, 

oxo or cyano; and 



Xis O. 



20 



3 . The compound according to claim 2 
25 wherein: 



R, is methyl, ethyl, phenyl, piperidinyl, morpholinyl, piperazinyl, pyridinyl, pyrazinyl 
furanyl, thienyl, benzyl, benzofuranyl, cyclohexyl, quinolinyl or amino; wherein R, is' 
optionally substituted by one or more R,; 



30 
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Ra is Cl-3 alkyl, phenyl, piperidinyl, thienyl, Cl-3 alkoxy, phenoxy, Cl- 
3alkanoyl, Cl-3 alkoxycarbonyl, benzyloxy, Cl-3 alkanoylamino, thiophenyl, 
benzimidazolyl, Cl-3 alkylthio or chloro, R* may be further optionally substituted 
by one or more R*>; 

Rb is bromo, chloro, fluoro, iodo, hydroxy, oxo or cyano; 

R 3 is methyl, ethyl, n-propyl, n-butyl, isobutyl, propenyl, butenyl, isobutenyl, C3-7 
cycloalkyl or benzyl wherein R3 is optionally substituted by one or more Rci 

Rc is methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl, tert-butyl, methoxy, 
ethoxy, methylthio, ethylthio, cyclohexyl, phenyl, naphthyl, imidazolyl, indolinyl, 
bromo, chloro, fluoro, iodo, hydroxy, oxo, carboxy, nitro, benzoyl, benzyloxy, N- 
benzylimidazolyl or cyano, Rc may be further optionally substituted by one or 
more R«; 

Rd is methyl, methoxy, ethoxy, chloro, fluoro, nitro or hydroxy; 

R 5 is methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl, tert-butyl, phenyl, 
methoxycarbonyl, ethoxycarbonyl, n-propoxycarbonyl, isopropoxycarbonyl, n- 
butoxycarbonyl, isobutyloxycarbonyl, tert-butoxycarbonyl and pyrimidinyl, R 5 may be 
further optionally substituted by one or more R«; 

R« is methyl, ethyl, n-propyl, isopropyl, phenyl, methoxy, ethoxy, n-propoxy, isopropoxy, 
n-butoxy, isobutoxy, tert-butoxycarbonyl, bromo, chloro, fluoro, iodo, hydroxy, oxo or 
cyano. 

4. The compound according to claim 3 
wherein: 
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Het is piperidinyl orpyrrolidinyl; 



R, is N-acetylaminophenyr, chlorophenyl , methoxyphenyl, m-phenoxyphenyl 
raorpholbryr, pyrazhryi, pyridiny., Wy,, chlo^y,, Mmyl or ^taethy,; 

R >*»- ta *Usob„,y^^^ 

naphthylmethyl; and y 
w ^"^co„ fig u^o„a. tt es,= re ^ terd e fmedb y RjmdR3Whell 
10 drfferent and the carbon they are attached to is defined as L; and 

Rr .sntethy, prop* ^.^^ 
N,N-dimethylaminoacetyl or pyrimidinyl. 

15 

5. The compound according to claim 4 
wherein: 

20 Het is piperidin-4-yl or pyrrolidinyl; 

Ri is morpholinyl or N-acetylaminophenyl; 

R 3 is 2,2-dimethylpropyl or cyclohexylmethyl; and 

5 

R S is methy, propy,, r sop , opyl> ethoxycaAony|> benzyIoxycarbonyl> 
N,N-dimethylammoacetyl or pyrimidinyl. 



30 
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6. A compound of formula (II): 




(ID 



wherein: 



Het is azepanyl, piperidinyl, pyrrolidinyi, azetidinyl, oxepanyl, tetrahydropyranyl, 
tetrahydrothiopyranyl, tetrahydrofuranyl, oxetanyl, azocanyl, oxocanyl, 1,3-diazocanyl, 
1,4-diazocanyl, 1,5-diazocanyl, 1,3-dioxocanyl, 1,4-dioxocanyl, 1,5-dioxocanyl, 1,3- 
oxazocanyl, 1,4-oxazocanyl, 1,5-oxazocanyl, 1,3-diazepanyl, 1,4-diazepanyl, 1,3- 
dioxepanyl, 1,4-dioxepanyl, 1,3-oxazepanyl, 1,4-oxazepanyl, 1,2-thiazocany 1-1,1 - 
dioxide, 1 ,2,8-thiadiazocanyl- 1,1 -dioxide, 1,2-thiazepany 1-1,1 -dioxide, 1,2,7- 
thiadiazepanyl- 1,1 -dioxide, tetrahydrothiophenyl, hexahydropyrimidinyl, 
hexahydropyridazinyl, piperazinyl, 1,4,5,6-tetrahydropyrimidinyl, pyrazolidinyl, dihydro- 
oxazolyl, dihydrothiazolyl, dihydroimidazolyl, isoxazolinyl, oxazolidinyl, 1,2- 
thiazinanyl- 1 , 1 -dioxide, 1 ,2,6-thiadiazinany 1- 1 , 1 -dioxide, isothiazolidinyl- 1 , 1 -dioxide, 
irnidazolidinyl-2,4-dione, imidazolidinyl, morpholinyl, dioxanyl, tetrahydropyridinyl, 
thiomorpholinyl, thiazolidinyl, dihydropyranyl, dithianyl, decahydro-quinolinyl, 
decahydro-isoquinolinyl, 1,2,3,4-tetrahydro-quinolinyl, indolinyl, octahydro-quinolizinyl, 
dihydro-indolizinyl, octahydro-indolizinyl, octahydro-indolyl, decahydroquinazolinyl, 
decahydroquinoxalinyl, 1,2,3,4-tetrahydroquinazolinyl or 1,2,3,4-tetrahydroquinoxalinyl; 

A C6-C10 bridged bicyclo wherein one or more carbon atoms are optionally replaced by 
a heteroatom chosen from N, O and S; 

each being optionally substituted with one or more R5; 
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YisC(0),C(S)orS(0) 2 ; 



R, is a bond, hydrogen, Cl-10 alkyl, Cl-10 alkoxy, aryloxy, C3-8 cycloalkyl, C3-8 
cycloalkyloxy, aryl, benzyl, tetrahydronaphthyl, indenyl, indany,, Cl-lOalkylsulfonylCl- 
lOalkyl, C3-8cycIoalkylsuIfonylCl-10alkyI, arylsulfonylCl-lOalkyl, heterocyclyl 
selected from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl 
mdolinyl, pyranyl, tetrahydropyranyl, tetrahydrothiopyranyl, thiopyrany,, furany, ' 
tetrahydrofuranyl, thienyl, pyrrCy,, oxazolyl, is0 xazolyl, thiazolyl, imidazolyl, pyridinyl 
pynmidmyl, pyrazinyl, pyridazinyl, tetrazolyl, pyrazolyl, indolyl, benzofuranyl 
benzothienyl, benzimidazolyl, benzthiazolyl, benzisoxazolyl, quinolinyl 
tetrahydroquinolinyl, isoquinolinyl, tetrahydroisoquinolinyl, quinazolinyl 
tetrahydroquinazolinyl, benzoxazolyl and quinoxalinyl, heterocyclyloxy wherein the 
heteroeyelyl moiety is selected from those herein described in this paragraph, hydroxy or 
ammo; wherein R, is optionally substituted by one or more R*; 

Ra is a bond, Cl-10 alkyl, C3-8 cycloalkyl, aryl, tetrahydronaphthyl, indenyl 
indanyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl' 
mdolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl' 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl 
benzimidazolyl, benzthiazolyl, benzoxazolyl, benzisoxazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-10 alkoxy, Cl-lOalkanoyl Cl- 
lOalkanoyloxy, aryloxy, benzyloxy, Cl-10 alkoxycarbonyl, aryloxycarbonyl 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
^-substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 
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or is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Ra is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-10 alkylsulfonylamino, 
arylsulfonylamino, Cl-10 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-10 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rb; 
with the proviso that Ri and Ra simultaneously cannot be a bond; 

Rb is a CI -6 saturated or unsaturated branched or unbranched carbon chain 
optionally partially or folly halogenated wherein one or more carbon 
atoms are optionally replaced by O, N, S(O), S(0) 2 or S and wherein said 
chain is optionally independently substituted with 1-2 oxo groups, -NH 2 , 
or one or more C 1 -4 alkyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl; 
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or R, is C3-6 cycloalkyl, aryl, aryloxy, benzyloxy, halogen, hydroxy, oxo, 
carboxy, cyano, nitro, mono-Cl-5aIkylamino, di-Cl-5alkylamino, 
carboxamide, amidino or guanidino; 

R2 is hydrogen or Cl-3 alkyl; 

R3 is a bond, hydrogen, Cl-10 alkyl, C2-10alkylene, C3-8 cycloalkyl, arylCl-Salkyl or 
aryl wherein R 3 is optionally substituted by one or more Re; 

Rc is Cl-10 alkyl, C3-8 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl 
bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4-tetrahydronaphthyl, decahydronaphthyl 
pyrrohdinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl ' 
furanyl, tetrahydrofuranyl, pyranyl, tetrahydropyranyl, tetrahydrothiopyranyl 
tluenyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, 
pyridmyl, pyrimidinyl, pyrazinyl, indolyl, dihydrobenzofuranyl, 
octohydrobenzofuranyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, tetrahydroquinolinyl, quinolinyl, tetrahydroisoquinolinyl 
isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-10 alkoxy, aryloxy, Cl-10 alkanoyl 
aroyl, Cl-10 alkoxycarbonyl, aryloxycarbonyl, Cl-10 alkanoyloxy, aroyloxy 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl' 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or R, is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl 
morpholmyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl 
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oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Rc is CI- 10 alkoxycarbonylamino, aryloxycarbonylamino, CI- 10 
alkyicarbamoyloxy, arylcarbamoyloxy, CI -10 alkylsulfonylamino, 
arylsulfonylamino, CI- 10 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by CI -10 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be further optionally substituted by one or more R<i; 

Ra is Cl-5 alkyl, C3-6 cycloalkyi, aryl, arylCl-5alkyl, Cl-5 alkoxy, 
aryloxy, arylCl-Salkoxy, aroyl, amino, halogen, hydroxy, oxo, carboxy, 
cyano, nitro, amidino or guanidino; 

R 2 and R 3 together with the carbon they are attached optionally form a nonaromatic 5-7 
membered cycloalkyi or heterocyclic ring; 



R4 is hydrogen, hydroxy or C 1 -3 alkyl; 

R 5 is a bond, hydrogen, carbonyl, Cl-10 alkyl, Cl-lOalkoxyCl-lOalkyl, Cl- 
lOalkylaminoCl-lOalkyl, Cl-lOalkylthioCl-lOalkyl wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, Cl-10 alkoxy, aryloxy, C3-8 cycloalkyi, aryl, benzyl, 
tetrahydronaphthyl, indenyl, indanyl, C3-7cycloalkylsulfonylC 1-5 alkyl, arylsulfonylCl- 
5alkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, tetrahydropyranyl, thiopyranyl, 
tetrahydrothiopyranyl, fiiranyl, tetrahydrofiiranyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, 



264 



WO 01/19816 



:T/US00/23584 



thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridizinyl, tetrazolyl, triazolyl, 
pyrazolyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
tetrahydroquinolinyl, isoquinolinyl, tetrahydroisoquinolinyl, quinazolinyl, 
tetrahydroquinazolinyl, benzoxazolyl and quinoxalinyl, heterocyclyloxy wherein the 
heterocyclyl moiety is selected from those herein described in this paragraph, Cl- 
lOalkanoyl, aroyl, Cl-lOalkanoyloxy, benzyloxy, Cl-lOalkoxycarbonyl, arylCl- 
5alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom may 
be independently mono or di-substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl or quinoxalinyl, 

or R 5 is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to 
a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
orR 5 is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-10 alkylsulfonylamino, arylsulfonylamino, Cl-10 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl or quinoxalinyl, 

or R 5 is halogen, hydroxy, oxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R 5 may be further optionally substituted by one or more R,; 
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R. is Cl-10 alkyl, Cl-lOalkoxyCl-lOalkyl, Cl-lOalkylaminoCl-lOalkyl, Cl- 
lOalkylthioCl-lOalkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-10 alkoxy, C3-8 cycloalkyl, aryl, tetrahydronaphthyl, indenyl, 
indanyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, thiopyranyl, tetrahydrothiopyranyl, pyranyl, tetrahydropyranyl, 
tetrahydrofuranyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl, benzisoxazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-lOalkanoyl, aroyl, Cl- 
lOalkanoyloxy, aryloxy, benzyloxy, Cl-10 alkoxycarbonyl, arylCl- 
3alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by Cl-10 alkyl, aryl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, 
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Re is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or R« is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-10 alkylsulfonylamino, ; 
arylsulfonylamino, Cl-10 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-10 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
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tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or R« is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R« may be further optionally substituted by one or more Ra 

R f is Cl-5 alkyl, C3-6 cycloalkyl, tolylsulfonyl, Cl-5 alkoxy, aryl, 
aryloxy, benzyloxy, halogen, hydroxy, oxo, carboxy, cyano, nitro, 
carboxamide, amidino or guanidino; 

X is O or S and 

phannaceutically acceptable derivatives thereof. 



7. The compound according to claim 6 
wherein: 

Het is piperidinyl, pyrrolidinyl, tetrahydropyranyl, tetrahydrothiopyranyl, azetidinyl, 
azepanyl, oxepanyl, tetrahydrofuranyl, oxetanyl, hexahydropyrimidinyl, 
hexahydropryidazinyl, piperazinyl, 1,4,5,6-tetrahydropyrimidinyl, octahydro-indolizinyl, 
octahydro-quinolizinyi, decahydro-quinolinyl, 1,2,3,4-tetrahydro-quinolinyl, dihydro- 
oxazolyl, 1,2-thiazinany 1-1,1 -dioxide, l,2,6-thiadiazinanyH,l -dioxide, isothiazolidinyl- 
1,1 -dioxide, imidazolidinyl, pyrazolidinyl or a bridged bicyclo chosen from aza- 
bicyclo[3.2.1]octane, aza-bicyclo[2.2.1]heptane, aza-bicyclo[2.2.2]octane, aza- 
bicyclo[3.2.2]nonane, aza-bicyclo[2.Ll]hexane, aza-bicyclo[3.1.1]heptane, aza- 
bicyclo[3.3.2]decane and 2-oxa or 2-thia-5-aza-bicyclo[2.2.1]heptane; 
each ring being substituted with one or more R 5 ; 

YisC(0)orS(0) 2 ; 
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R, is a bond, hydrogen, Cl-7 alkyl, Cl-7 alkoxy, C3-7 cycloalkyl, aryloxy, phenyl, 
benzyl, naphthyl, tetrahydronaphthyl, Cl-7alkylsulfonylCl-7alkyl, C3- 
7cycloalkylsulfonylCl-7alkyl, arylsulfonylCl-7alkyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, 
thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, isoxazolyl, pyrimidinyl, 
pyrazinyl, pyridazinyl, indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, 
benzthiazolyl, benzoisoxazolyl, benzoxazolyl or amino; wherein Ri is optionally 
substituted by one or more Raj 

Ra is a bond Cl-7 alkyl, C3-6 cycloalkyl, phenyl, naphthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-7 alkoxy, Cl-7alkanoyl, 
Cl-7alkanoyloxy, aryloxy, benzyloxy, Cl-7 alkoxycarbonyl, aryloxycarbonyl, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, 
triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl or quinoxalinyl, 

or Ra is Cl-7 alkanoylamino, aroylamino, Cl-7 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 
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or R* is Cl-7 alkoxycarbonylamino, aryloxycarbonylamino, Cl-7 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-7 alkylsulfonylamino, 
arylsulfonylamino, Cl-7 alkylaminosulfonyl, aiylaminosulforiyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-7 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rb; 

Rb is Cl-5 alkyl, C3-6 cycloalkyl, aryl, Cl-5 alkoxy, aryloxy, benzyloxy, 
halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino; 

R2 is hydrogen or methyl or ethyl; 

R 3 is a bond, hydrogen, Cl-5 alkyl, C2-5alkylene, C3-7 cycloalkyl, arylCl-3alkyl or aryl 
wherein R 3 is optionally substituted by one or more Rc; 

Rc is Cl-5 alkyl, C3-7 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[l.l.l]pentanyl, cubanyl, 1, 2,3, 4-tetrahydronaphthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, 
tetrahydrofuranyl, pyranyl, tetrahydropyranyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-5 alkoxy, aryloxy, Cl-5 
alkanoyl, aroyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, Cl-5 alkanoyloxy, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
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thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Rc is Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Rc is Cl-5 alkoxycarbonylamino, aryloxycarbonylamino, Cl-5 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-5 alkylsulfonylamino, 
arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be further optionally substituted by one or more Ra; 

Rd is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylCl-4 

alkyl, Cl-5 alkoxy, aryloxy, arylCl-5alkoxy, aroyl, halogen, hydroxy, oxo 
or cyano; 

Rt is hydrogen or methyl; 
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R 5 is a bond, hydrogen, carbonyl, Cl-8 alkyl, Cl-8alkoxyCl-8alkyl, Cl-8alkylaminoCl- 
8alkyl, Cl-8alkylthioCl-8alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, CI -8 alkoxy,, aryloxy, C3-7 cycloalkyl, aryl, benzyl, tetrahydronaphthyl, 
indanyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, tetrahydropyranyl, thiopyranyl, 
tetrahydrothiopyranyl, furanyl, tetrahydrofuranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, tetrazolyl, triazolyl, pyrazolyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl, 
benzoxazolyl and quinoxalinyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-7alkanoyl, aroyl, Cl- 
7alkanoyloxy, benzyloxy, CI -7 alkoxycarbonyl, arylCl-4alkoxycarbonyl, 
aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom may be independently 
mono or di-substituted by CI -7 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Rs is CI -7 alkanoylamino, aroylamino, CI -7 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

orR5 is Cl-7 alkoxycarbonylamino, aryloxycarbonylamino, Cl-7 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-7 alkylsulfonylamino, arylsulfonylamino, Cl-7 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
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or R 5 is halogen, hydroxy, oxy, oxo, carboxy, cyano, nitro or carboxamide, R 5 may be 
further optionally substituted by one or more R-; 

Re is Cl-7 alkyl, Cl-7alkoxyCl-7alkyl, Cl-7alkylaminoCl-7alkyl, Cl- 
7alkylthioCl-7alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-7 alkoxy, C3-7 cycloalkyl. aryl, tetrahydronaphthyl, indanyl, 
pyrrolidine, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thiopyranyl, 
tetrahydrothiopyranyl, tetrahydropyranyl, tetrahydrofuranyl, furanyl, thienyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzotbienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-5 alkanoyl, aroyl, Cl- 
5alkanoyloxy, aryloxy, benzyloxy, Cl-5 alkoxycarbonyl, aryloxycarbonyl, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzotbienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Re is Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Re is Cl-5 alkoxycarbonylamino, aryloxycarbonylamino, Cl-5 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-5 alkylsulfonylamino, 
arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 



272 



WO 01/19816 




:T/US00/23584 



thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or R« is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R- may be further optionally substituted by one or more Rf, 

Rf is methyl, ethyl, t-butyl, tolylsulfonyl, Cl-3 alkoxy, cyclopropyl, 
cyclohexyl, phenyl, naphthyl, phenoxy, benzyloxy, fluoro, chloro, bromo, 
hydroxy, oxo, carboxy, cyano, nitro or carboxamide; 

and 
Xis O. 



8. The compound according to claim 7 



wherein: 

Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
tetrahydrothiopyranyl, tetrahydrofuranyl, oxetanyl, octahydro-indolizinyl, octahydro- 
quinolizinyl or aza-bicyclo[3.2.1]octanyl, each ring being optionally substituted with one 
or more R5; 

R, is a bond, Cl-5 alkyl, Cl-5 alkoxy, C3-6 cycloalkyl, aryloxy, phenyl, benzyl, 
naphthyl, Cl-3alkylsulfonylCl-3alkyl, C3-6cycloalkylsulfonylCl-3alkyl, 
arylsulfonylCl-3alkyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, isoxazolyl, 
pyrimidinyl, pyrazinyl, pyridazinyl, indolyl, quinolinyl, benzofuranyl, benzthienyl, 
benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; wherein R| is optionally 
substituted by one or more 
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Ra is a bond, Cl-3 alkyl, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, fiiranyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, Cl-3 alkoxy, Cl-3alkanoyl, Cl-3alkanoyloxy, 
aryloxy, benzyloxy, Cl-3 alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl 
wherein' the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or 
benzthiazolyl, 

or Ra is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-3 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkoxycarbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-3 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more R*; 



Rb is Cl-3 alkyl, C3-6 cycloalkyl, aryl, Cl-3 alkoxy, aryloxy, benzyloxy, 
halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
25 guanidino; 

R 2 is hydrogen or methyl; 

R 3 is a bond, hydrogen, Cl-5 alkyl, C2-5alkylene, C4-6 cycloalkyl or arylCl-2alkyl 
30 wherein R 3 is optionally substituted by one or more BU; 
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Rc is CI -4 alkyl, C5-6 cycloalkyl, phenyl, naphthyl, indanyl, 
bicyclo[2.2. l]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4. 1 .0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl,cubanyl, 1,2,3,4- 
tetrahydronaphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
indolinyl, furanyl, tetrahydrofuranyl, pyranyl, tetrahydropyranyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-4 alkoxy, phenoxy, naphthyloxy, 
Cl-3 alkanoyl, benzoyl, Cl-3 alkoxycarbonyl, phenoxycarbonyl, Cl-3 
alkanoyloxy, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by CI -5 alkyl or aryl, 
or Rc is Cl-3 alkanoylamino, benzoylamino, Cl-3 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by CI -5 alkyl or aryl, 
or Rc is Cl-3 alkoxycarbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by CI -5 alkyl or 
aryl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, R« 
may be further optionally substituted by one or more R<i; 

Rd is Cl-3 alkyl, C3-6 cycloalkyl, phenyl, benzyl, Cl-3 alkoxy, phenoxy, 
phenylCl-3alkoxy, benzoyl, halogen, hydroxy, oxo or cyano; 

R» is hydrogen; 

Rs is a bond, hydrogen, carbonyl, Cl-6 alkyl, Cl-6alkoxyCl-6alkyl, Cl-6alkylaminoCl- 
6alkyl, Cl-6alkylthioCl-6alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-6 alkoxy, , phenoxy, naphthyloxy, C3-6 cycloalkyl, phenyl, naphthyl, benzyl, 
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indanyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, tetrahydropyranyl, tetrahydrothiopyranyl, furanyl, 
tetrahydrofuranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl and benzoxazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-3alkanoyl, benzoyl, naphthoyl, 
Cl-4alkanoyloxy, benzyloxy, Cl-4 alkoxycarbonyl, arylCl-2alkoxycarbonyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is Cl-4 alkanoylamino, aroylamino, Cl-4 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-3 alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, 
piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl or benzthiazolyl, 
or R$ is Cl-4 alkoxycarbonylamino, phenoxycarbonylamino, Cl-4 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-4 alkylsulfonylamino, phenylsulfonylamino, Cl-3 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-4 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R 5 is halogen, hydroxy, oxo, carboxy, cyano, nitro or carboxamide, R 5 may be further 
optionally substituted by one or more R«; 

R« is Cl-4 alkyl, Cl-4 alkoxy, C3-7 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
tetrahydrothiopyranyl, tetrahydropyranyl, tetrahydrofuranyl, thienyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, 
Cl-4 alkanoyl, aroyl, Cl-4alkanoyloxy, phenoxy, naphthyloxy, benzyloxy, Cl-4 
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alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by CI -3 alkyl, phenyl, 
naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl, or benzthiazolyl, 

or fU is Cl-4 alkanoylamino, benzoylamino, Cl-4 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-3 alkyl, phenyl, naphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl 01 
benzthiazolyl, 

or Re is Cl-4 alkoxycarbonylamino, phenoxycarbonylamino, Cl-4 
alkylcarbamoyloxy, phenylcarbamoyloxy, Cl-4 alkylsulfonylamino, 
phenylsulfonylamino, Cl-4 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro or carboxamide, R«. may be 
further optionally substituted by one or more R f ; 

R f is methyl, ethyl, t-butyl, tolylsulfonyl, methoxy, cyclopropyl, phenyl, 
phenoxy, benzyloxy, fluoro, chloro, bromo, hydroxy, oxo, carboxy or 
carboxamide. 



9. The compound according to claim 8 



wherein: 
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Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
oxetanyl or tetrahydrothiopyranyl each ring being optionally substituted with one or more 
R 5 ; 

R, is a bond, Cl-5 alkyl, Cl-5 alkoxy, C3-6 cycloalkyl, aryloxy, phenyl, benzyl, 
naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, 
indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, 
benzoxazolyl or amino; wherein Ri is optionally substituted by one or more R,; 

Ra is a bond, Cl-3 alkyl, cyclopropyl, cyclohexyl, phenyl, pyrrolidinyl, 
piperidinyl, moipholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, Cl-3 
alkoxy, Cl-3alkanoyl, Cl-3alkanoyloxy, aryloxy, benzyloxy, Cl-3 
alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-3 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkoxycarbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-3 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rt>; 
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Rb is methyl, ethyl, n-propyl, i-propyl, cyclopropyl, cyclopentyl, 
cyclohexyl, phenyl, methoxy, ethoxy, n-propoxy, i-propoxy, phenoxy, 
benzyloxy, fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, 
nitro or carboxamide; 

R2 is hydrogen; 

R 3 is a bond, CI -3 alkyl, C2-4alkylene, C5-6 cycloalkyl, benzyl or naphthylmethyl 
wherein R 3 is optionally substituted by one or more R*; 

Ro is Cl-3 alkyl, C5-6 cycloalkyl, phenyl, naphthyl, indanyl, 
bicyclo[2.2. l]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4. 1 .0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, furanyl, tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyrimidinyl, indolyl, benzofuranyl, benzothienyl, benzthiazolyl, Cl-3 
alkoxy, phenoxy, naphthyloxy, Cl-2 alkanoyl, benzoyl, Cl-2 alkoxycarbonyl, 
phenoxycarbonyl, Cl-2alkanoyloxy, benzoyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by Cl-3 alkyl or aryl, 
or R. is Cl-2 alkanoylamino, benzoylamino, Cl-2 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-3 alkyl or aryl, 
or R. is Cl-2 alkoxycarbonylamino, phenoxycarbonylamino, Cl-2 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-2 alkylsulfonylamino, 
phenylsulfonylamino, Cl-2alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl or phenyl, 

or R. is halogen, hydroxy, oxo, carboxy or cyano, R. may be further optionally 
substituted by one or more Rj; 
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Rd is methyl, cyclopropyl, cyclohexyl, phenyl, benzyl, methoxy, phenoxy, 
benzyloxy, benzoyl, fluoro, chloro, oxo or cyano; 

R 5 is a bond, hydrogen, carbonyl, Cl-5 alkyl, Cl-5alkoxyCl-5alkyl, Cl-5alkylaminoCl- 
5alkyl, Cl-5alkylthioCl-5alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-5 alkoxy, phenoxy, C3-6 cycloalkyl, phenyl, naphthyl, benzyl, indanyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, tetrahydropyranyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl and benzthiazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-3alkanoyl, benzoyl, naphthoyl, 
Cl-3alkanoyloxy, benzyloxy, Cl-3 alkoxycarbonyl, benzyloxycarbonyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized to 
a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzofuranyl, benzothienyl, 
benzimidazolyl or benzthiazolyl, 

or R5 is Cl-3 alkoxycarbonylamino, phenoxycarbonylamino, Cl-3 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-3 alkylsulfonylamino, phenylsulfonylamino, Cl-3 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 

or R 5 is halogen, hydroxy, oxo, carboxy, cyano or carboxamide, R 5 may be further 
optionally substituted by one or more Re; 

Rc is Cl-3 alkyl, Cl-3 alkoxy, C3-7 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, tetrahydropyranyl, indolyl, 
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thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, Cl-3 alkanoyl, aroyl, Cl-3alkanoyloxy, phenoxy,' 
benzyloxy, Cl-3 alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or IU is Cl-3 alkanoylamino, benzoylamino, Cl-3 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R* is Cl-3 alkoxycarbonylamino, phenoxycarbonylamino, Cl-3 
alkylcarbamoyloxy, phenylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
phenylsulfonylamino, Cl-3 alkylaminosulfonyl,phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or 
benzthiazolyl, 

or Re is halogen, hydroxy, oxo, carboxy, cyano or carboxamide, Re may be further 

optionally substituted by one or more R f ; 

and 

R f is methyl, phenyl, tolylsulfonyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, bromo, hydroxy, oxo, carboxy or carboxamide. 



10. The compound according to claim 9 



wherein: 
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Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl or tetrahydropyranyl each ring being 
substituted with one or more R5; 

Y is C(O); 

Ri is a bond, methyl, ethyl, i-propyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, 
cyclohexyl, phenoxy, phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl 
or amino; wherein Ri is optionally substituted by one or more Ra; 

Ra is a bond, methyl, ethyl, cyclopropyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, methoxy, acetyl, 
acetoxy, phenoxy, benzyloxy, methoxycarbonyl, phenoxycarbonyl, benzoyloxy, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or Ra is acetylamino, benzoylamino, methylthio, phenylthio wherein the sulfur 

atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 

atom may be independently substituted by methyl, ethyl or phenyl, 

or Ra is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 

phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 

methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 

may be independently mono or di-substituted by methyl or phenyl, 

or Ra is fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, nitro or 

carboxamide, R, may be further optionally substituted by one or more R,; 

Rb is methyl, cyclopropyl, phenyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, hydroxy, oxo, carboxy or carboxamide; 

R 3 is a bond, Cl-3 alkyl, C2-4alkylene, C5-6 cycloalkyl, benzyl or naphthylmethyl 
wherein R3 is optionally substituted by one or more Rc; 
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Rc is methyl, ethyl, n-propyl, i-propyl, C5-6 cycloalkyl, indanyl, 
bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4. 1.0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.U]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, thienyl, oxazolyl, thiazolyl, indolyl, benzofiiranyl, 
benzothienyl, benzthiazolyl, methoxy, ethoxy, phenoxy, acetyl, benzoyl, 
methoxycarbonyl, phenoxycarbonyl, acetoxy, benzoyloxy, carbamoyl wherein the 
nitrogen atom may be independently mono or di-substituted by methyl, ethyl or 
aryl, 

or Rc is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl or aryl, 

or Rc is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 
phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl, ethyl or phenyl, 
or Rc is fluoro, chloro or oxo, Rc may be further optionally substituted by one or 
more R<i; 



Rd is methyl, cyclopropyl, phenyl, methoxy, fluoro, chloro or oxo; 

R s is a bond, hydrogen, carbonyl, Cl-4 alkyl, Cl-4alkoxyCl-4alkyl, Cl-4alkylaminoCl- 
4alkyl, Cl-4alkylthioCl-4alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-4 alkoxy.phenoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, 
benzyl, indanyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
piperazinyl, tetrahydropyranyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl and benzthiazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-2alkanoyl, benzoyl, naphthoyl, 
Cl-2alkanoyloxy, benzyloxy, CI -2 alkoxycarbonyl, benzyloxycarbonyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
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independently mono or di-substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is Cl-2 alkanoylamino, benzoylamino, Cl-2 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R 5 is Cl-2 alkoxycarbonylamino, phenoxycarbonylamino, Cl-2 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-2 alkylsulfonylamino, phenylsulfonylamino, Cl-2 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R s is fluoro, chloro, bromo, hydroxy, oxo, carboxy or carboxamide, R 5 may be further 
optionally substituted by one or more Re; 

R, is Cl-3 alkyl, Cl-2 alkoxy, C3-6 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, tetrahydropyranyl, indolyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, Cl-2 alkanoyl, aroyl, Cl-2alkanoyloxy, phenoxy, 
benzyloxy, Cl-2 alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-2 
alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 

or R. is Cl-2 alkanoylamino, benzoylamino, Cl-2 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or 
pyrimidinyl, 

or Rc is Cl-2 alkoxycarbonylamino, phenoxycarbonylamino, Cl-2 
alkylcarbamoyloxy, phenylcarbamoyloxy, Cl-2 alkylsulfonylamino, 
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phenylsulfonylamino, Cl-2 alkylaminosulfonyl, phenylaminosulfonyl, amino 

wherein the nitrogen atom may be independently mono or di-substituted by Cl-2 

alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 

oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 

or R,. is fluoro, chloro, bromo, hydroxy, oxo, carboxy or carboxamide, R<. may be 

further optionally substituted by one or more Rf; 

and 

Rf is methyl, phenyl, tolylsulfonyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, hydroxy, oxo, carboxy or carboxamide. 

11. The compound according to claim 10 
wherein: 

Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl, azetidin-3-yl, azepan-3-yl, azepan-4- 
yl or tetrahydropyran-4-yl, each ring being optionally substituted with one or more R 5 ; 

Ri is a bond, methyl, ethyl, i-propyl, methoxy, cyclopropyl, cyclohexyl, phenoxy, phenyl, 
benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl or amino; wherein Ri is 
optionally substituted by one or more Raj 

Ra is methyl, phenyl, thienyl, methoxy, acetyl, acetoxy, phenoxy, benzyloxy, 
methoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl or phenyl, 
or Ra is acetylamino, methylthio, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl or phenyl, 

or Ra is methoxycarbonylamino, methylcarbamoyloxy, phenylcarbamoyloxy, 
methylsulfonylamino, phenylsulfonylamino, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl or phenyl, 



285 



WO 01/19816 



m 



PCT/US00/23584 



or Ra is fluoro, chloro, hydroxy, oxo, carboxy, cyano or carboxamide; 

R 3 is a bond, methyl, ethyl, n-propyl, propenyl, butenyl, i-butenyl, cyclohexyl, benzyl or 
naphthylmethyl wherein R 3 is optionally substituted by one or more Rc; 

Rc is methyl, ethyl, n-propyl, i-propyl, cyclohexyl, cyclopentyl, indanyl, 
bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
phenoxycarbonyl, acetoxy, benzoyloxy, methylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, fluoro, chloro or oxo; 

R 5 is a bond, hydrogen, carbonyl, Cl-4 alkyl, Cl-2alkoxyCl-2alkyl, Cl-2alkylaminoCl- 
2alkyi, Cl-2alkylthioCl-2alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-2 alkoxy, phenoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, benzyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, tetrahydropyranyl, 
pyridinyl, and pyrimidinyl, heterocyclyloxy wherein the heterocyclyl moiety is selected 
from those herein described in this paragraph, acetyl, benzoyl, acetyloxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, benzyloxycarbonyl, benzoyloxy, carbamoyl wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl or 
phenyl, 

or R5 is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by methyl, ethyl or phenyl, 

or R5 is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, ethyl or phenyl, 
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or R 5 is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R 5 may be further 
optionally substituted by one or more R-; 

Re is methyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, 
naphthyl, indanyl, piperidinyl, morpholinyl, indolyl, thienyl, pyridinyl, acetyl, 
benzoyl, acetyloxy, phenoxy, benzyloxy, methoxycarbonyl, ethoxycarbonyl, ' 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or Re is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl or phenyl, 

or Re is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, 
phenylsulfonylamino, methylaminosulfonyl, phenylaminosulfonyl! amino wherein 
the nitrogen atom may be independently mono or ^substituted by methyl, ethyl 
or phenyl, 

or Re is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R, may be further 

optionally substituted by one or more R f ; 

and 

R f is methyl, phenyl, tolylsulfonyl, phenoxy, benzyloxy, fluoro, chloro or 
oxo. 



12. The compound according to claim 1 1 
wherein: 

Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl, azetidin-3-yl or tetmhydropyran-4- 
yl, each ring being substituted with one or more R 5 ; 
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Ri is i-propyl, benzyloxy, cyclohexyl, phenyl, 4-(acetylamino)-phenyl, 4- 
(methanesulfonylamino)-phenyl, 4-methoxyphenyi, 3-phenoxyphenyl, 4-chlorophenyl, 4- 
fluorophenyl, 2-fluorophenyl, 2-fluoro-4-chlorophenyl, naphthyl, thienylmethyl, 
piperidinyl, morpholinyl, pyrrolidinyl, piperazinyl, fiiranyl, thienyl, 5-chlorothienyl, 
pyridin-4-yl, pyrazinyl, methylamino, ethylamino, dimethylamino or diethylamino; 

R 3 is ethyl, n-propyl,propenyl, butenyl, i-butenyl, benzyl or naphthylmethyl wherein R 3 is 
optionally substituted by one or more R«; 

R* is methyl, cyclohexyl, cyclopentyl, indanyl, 1,2,3,4-tetrahydronaphthyl, 
methoxy, methylthio wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, fluoro or chloro; 

R 5 is a bond, carbonyl, methyl, ethyl, n-propyl, n-butyl, t-butyl, i-propyl, i-butyl, 
cyclopropyl, cyclopentyl, cyclohexyl, phenyl, benzyl, piperidinyl, tetrahydropyranyl, 
pyrimidinyl, acetyl, benzoyl, ethoxycarbonyl, benzyloxycarbonyl, methylsulfonylamino, 
phenylsulfonylamino, methylamino, dimethylamino, fluoro, oxo or carboxy, R 5 may be 
further optionally substituted by one or more R«; 

Rc is methyl, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, indanyl, 
thienyl, 5-methylthienyl, methoxy, phenoxy, benzyloxy, piperidinyl, pyridinyl, 
indolyl, l-(tolyl-sulfonyl)-indolyl, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, phenyl or benzyl, 
or R*. is hydroxy, fluoro, chloro, oxo, dimethylamino or trifluoromethyl; 



13. The compound according to claim 12 
wherein: 
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Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl or azetidin-3-yl, each ring being 
substituted with one or more R5; 

Ri is phenyl, 4-(acetylaraino)-phenyI > 4-(methanesulfonylamino)-phenyl, 3- 
phenoxyphenyl, 4-chlorophenyl, 4-fluorophenyI, thienylmethyl, morpholinyl, 
pyrrolidine, piperidinyl, piperazinyl, 5-chlorothienyl, pyridin-4-yl or pyrazinyl; 

R 3 is n-butyl, i-butyl, 2,2-dimethylpropyI, cyclohexylmethyl, propenyl, i-butenyl, 4- 
methoxybenzyl, 4-chlorobenzyl, 3,4-dichloroben2yl, 3-chlorobenzyl, 2,4-dichlorobenzyl, 
4-methylbenzyl, 3-methylbenzyl or naphth-2-ylmethyl; wherein the configuration at the ' 
stereocenter defined by R 2 and R 3 when they are different and the carbon they are 
attached to is defined as L; 
and 



R 5 is a bond, methyl, ethyl, n-propyl, n-butyl, n-pentyl, 2-pentyl, 3-pentyl, phenethyl, 
phenpropyl, 2,2-dimethylpropyl, t-butyl, i-propyl, i-butyl, cyclopropyl, cyclopentyl, 
cyclohexyl, cyclopropylmethyl, cyclopentylmethyl, cyclohexylmethyl, phenyl, benzyl, 
naphthylmethyl, indanylmethyl, pyridinylmethyl, indolylmethyl, thienylmethyl, 5- 
methylthienylmethyl, piperidinyl, piperidinylcarbonyl, pyridinylcarbonyl, 
tetrahydropyranyl, pyrimidinyl, acetyl, benzoyl, ethoxycarbonyl, benzyloxycarbonyl, t- 
butoxycarbonyl, methylcarbamoyl, phenylcarbamoyl, benzylcarbamoyl, 
methylsulfonylamino, phenylsulfonylamino, methylamino, dimethylamino, 
methylcyclohexyl, methylbenzyl, methoxybenzyl, phenoxybenzyl, benzyloxybenzyl, N- 
[(4-methylphenyl)-sulfonyl]-indolyImethyl, fluorobenzyl, difluorobenzyl, chlorobenzyl, 
N,N-dimethylaminoacetyl, trifluoromethylbenzyl, fluoro, oxo or carboxy. 



1 4. The compound according to claim 8 



wherein: 
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Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
oxetanyl or tetrahydrothiopyranyl each ring being optionally substituted with one or more 



Ri is a bond, Cl-4 alkyl, Cl-4 alkoxy, cyclopropyl, cyclohexyl, phenoxy, naphthyloxy, 
phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazinyi, pyridazinyl, indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl or amino; wherein R\ is optionally substituted by one or 



Ra is methyl, ethyl, propyl, i-propyl, cyclopropyl, cyclohexyl, phenyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thienyl, 
imidazolyl, methoxy, ethoxy, acetyl, acetoxy, phenoxy, naphthyloxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, phenoxycarbonyl, naphthyloxycarbonyl, 
benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by methyl, ethyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 

or Ra is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ethylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl, phenyl, naphthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
Cl-2 alkylcarbamoyloxy, phenylcarbamoyloxy, naphthylcarbamoyloxy, Cl-2 
alkylsulfonylamino, phenylsulfonylamino, naphthylsulfonylamino, Cl-2 
alkylaminosulfonyl, phenylaminosulfonyl, naphthylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl, 
phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or 
piperazinyl, 



R 5 ; 



more R«; 
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or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R* may be fiirther optionally substituted by one or more Rt,; 

R b is methyl, ethyl, cyclopropyl, cyclohexyl, phenyl, methoxy, ethoxy, 
phenoxy, benzyloxy, fluoro, chloro, bromo, hydroxy, oxo, carboxy, cyano, 
nitro or carboxamide; 

R2 is hydrogen or methyl; 

R 3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl, cyclohexyl, benzyl or naphthylmethyl wherein R 3 is optionally substituted by 
one or more R^ 

Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, naphthyl, 
bicyclo[3.L0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, furanyl, 
tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyrimidinyl, methoxy, 
ethoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, phenoxycarbonyl, acetoxy, 
benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by methyl or phenyl, 

or Rc is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl or phenyl, 

or Rc is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 
phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl or phenyl, 
or Rc is chloro, fluoro, hydroxy, oxo, carboxy or cyano; 

R 2 and R 3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl, 



291 



WO 01/19816 



PCT/US00/23584 



tetrahydrofuranyl, pyrrolidinyl, piperidinyl, piperazinyl, morpholinyl or 
tetrahydrothiophenyl; 

R4 is hydrogen; 

R 5 is a bond, hydrogen, carbonyl, Cl-5 alkyl, Cl-5alkoxyCl-5alkyl, C 1-5 alky iaminoCl- 
Salkyl, Cl-5alkylthioCl-5alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-5 alkoxy, phenoxy, naphthyloxy, cyclopropyl, cyciopentyl, cyclohexyl, 
phenyl, benzyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
tetrahydropyranyl, pyridinyl, and pyrimidinyl, heterocyclyloxy wherein the heterocyclyl 
moiety is selected from those herein described in this paragraph, acetyl, benzoyl, 
acetyloxy, benzyloxy, methoxycarbonyl, ethoxycarbonyl, benzyloxycarbonyl, 
benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or R 5 is acetylamino, benzoylamino, phenylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by methyl, ethyl or phenyl, 

or R 5 is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, phenylsulfonylamino, phenylaminosulfonyl, 
amino wherein the nitrogen atom may be independently mono or di-substituted by 
methyl, ethyl or phenyl, 

or R 5 is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R 5 may be further 
optionally substituted by one or more R«; 

Re is methyl ethyl, methoxy, ethoxy, cyclopropyl, cyciopentyl, cyclohexyl, 
phenyl, naphthyl, indanyi, piperidinyl, morpholinyl, indolyl, thienyl, pyridinyl, 
methoxy, ethoxy, acetyl, benzoyl, acetyloxy, phenoxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, ethyl or phenyl, 
or R« is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio methylthio wherein the sulfur atom 
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may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by methyl, ethyl or phenyl, 
or R« is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, 
phenylsulfonylamino, methylaminosulfonyl, phenylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl 
or phenyl, 

or R<. is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, may be further 
optionally substituted by one or more Rf, 

R f is methyl, phenyl, tolylsulfonyl, phenoxy, benzyloxy, fluoro, chloro or 
oxo. 

15. The compound according to claim 14 



Ri is a bond, methyl, ethyl, n-propyl, i-propyl, methoxy, ethoxy, benzyloxy, cyclopropyl, 
cyclohexyl, phenoxy, naphthyloxy, phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, fliranyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, indolyl, quinolinyl, 
benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; 
wherein R\ is optionally substituted by one or more Raj 

Ra is methyl, cyclopropyl, phenyl, halogen, hydroxy, oxo, carboxy, cyano, nitro or 
carboxamide; 

R 3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl, benzyl or naphthylmethyl wherein R 3 is optionally substituted by one or more 
Rci 



wherein: 
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Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, furanyl, tetrahydropyranyl, 
thienyl, oxazolyl, thiazolyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl or phenyl, 

or Rc is acetylamino, benzoylamino, methylthio, methoxycarbonylamino, 
methylcarbamoyloxy, methylsulfonylamino, methylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by 
methyl, 

or Rc is fluoro or oxo; 

R 2 and R 3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
tetrahydrofuranyl, pyrrolidinyl or piperidinyl; 

R 5 is methyl, ethyl, n-propyl, n-butyl, n-pentyl, 2-pentyl, 3-pentyl, phenethyl, phenpropyl, 
2,2-dimethylpropyl, t-butyl, i-propyl, i-butyl, cyclopropyl, cyclopentyl, cyclohexyl, 
cyclopropylmethyl, cyclopentylmethyl, cyclohexylmethyl, phenyl, benzyl, 2- 
methylbenzyl, 3-methylbenzyl, 4-methylbenzyl, 2,6-dimethylbenzyl, 2,5-dimethylbenzyl, 
2,4-dimethylbenzyl, 2,3-dimethylbenzyl, 3,4-dimethylbenzyl, 3,5-dimethylbenzyl, 2,4,6- 
trimethylbenzyl, 2-methoxybenzyl, 3-methoxybenzyl, 4-methoxybenzyl, 2- 
phenoxybenzyl, 3-phenoxybenzyl, 4-phenoxybenzyl, 2-benzyloxybenzyl,3- 
benzyloxybenzyl, 4-benzyloxybenzyl, 2-fluorobenzyl, 3-fluorobenzyl, 4-fluorobenzyl, 
2,6-difluorobenzyl, 2,5-difluorobenzyl, 2,4-difluorobenzyl, 2,3-difluorobenzyl, 3,4- 
difluorobenzyl, 3,5-difluorobenzyl, 2,4,6-trinurobenzyl, 2-trifluoromethylbenzyl, 3- 
trifluoromethylbenzyl, 4-trifluoromethylbenzyl, naphthylmethyl, indanylmethyl, 
pyridinylmethyl, indolylmethyl, thienylmethyl, 5-methylthienylmethyl, piperidinyl, 
piperidinylcarbonyl, pyridinylcarbonyl, tetrahydropyranyl, pyrimidinyl, acetyl, benzoyl, 
ethoxycarbonyl, benzyloxycarbonyl, t-butoxycarbonyl, methylcarbamoyl, 
phenylcarbamoyl, benzylcarbamoyl, methylsulfonylamino, phenylsulfonylamino, 
methylamino, dimethylamino, fluoro, oxo or carboxy. 
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1 6. The compound according to claim 1 5 
wherein: 

Ri is methoxy, benzyloxy, cyclohexyl, phenoxy, naphthyloxy, phenyl, benzyl, naphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, quinolinyl, 
benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; 
wherein R\ is optionally substituted by one or more 

Ra is methyl, phenyl, fluoro, chloro, hydroxy, oxo, carboxy or carboxamide; 

R3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl or benzyl wherein R3 is optionally substituted by one or more Rc; 

Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, furanyl, tetrahydropyranyl, 
thienyl, oxazolyl, thiazolyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
acetylamino, methylthio, methylsulfonylamino or fluoro; 

R2 and R3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl or 
tetrahydrofuranyl; 

R 5 is methyl, ethyl, n-propyl, n-butyl, phenethyl, phenpropyl, t-butyl, i-propyl, i-butyl, 
cyclopropyl, cyclohexyl, cyclopropylmethyl, cyclohexylmethyl, phenyl, benzyl, 2- 
methoxybenzyl, 3-methoxybenzyl, 4-methoxybenzyl 4-fluorobenzyl, 3,5-difluorobenzyl, 
4-trifluoromethylbenzyl, naphthylmethyl, pyridinylmethyl, indolylmethyl, thienylmethyl, 
acetyl, benzoyl, ethoxycarbonyl, benzyloxycarbonyl, t-butoxycarbonyl, phenylcarbamoyl, 
phenylsulfonylamino or fluoro. 

1 7. The compound according to claim 1 6 
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wherein: 

Het is pyrrolidinyl, piperidinyl or tetrahydropyranyl; 

R l is benzyloxy, phenoxy, naphthyloxy, phenyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, pyridinyl, indolyl, quinolinyl, benzofaranyl, 
benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or phenylamino; 

R 3 is n-propyl, i-butyl, propenyl, i-butenyl or 2,2-dimethylpropyl; 

R 2 and R 3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, or cycloheptyl; 

R 5 is methyl, ethyl, n-propyl, phenethyl, t-butyl, i-propyl, i-butyl, cyclohexyl, 
cyclohexylmethyl, benzyl, 4-fluorobenzyl, naphthylmethyl, acetyl, benzoyl or 
benzyloxycarbonyl. 

18. A compound selected from the group consisting of: 

Morpholine-4-carboxylic acid [ 1 -(4-cyano- 1 -methy l-piperidin-4-y lcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

4- Acetylamino-AZ-t 1 -(4-cyano- 1 -methyl-piperidin-4-y lcarbamoyl)-2-cyclohexyl-ethyl]- 
benzamide; 

4-Acetylamino-AT-[ 1 -(4-cyano-l -methyl-piperidin-4-ylcarbamoyl)-3,3-dimethyl-butyl]- 
benzamide; 

Morpholine-4-carboxylic acid [l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [l-(l-benzyl-4-cyano-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 
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Morpholine-4-carboxylicacid[l-(4-cyano-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
amide hydrochloride; - - J 

Morpholine-4-carboxylic acid {l-[4-cyano-l-(l-methyl-ethyl)-piperidin-4-ylcarbamoyl]- 
2-cyclohexyI-ethyl} -amide; 

Morpholine-4-carboxylic acid [ l-(4-cyano- l-phenethyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-benzyl-pyrrolidin-3-ylcarbamoyl]-2- 
cyclohexyl-ethylj-amide; 

Morpholine-4-carboxylicacid[l-(4-cyano-l-propyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylicacid[l-(4-cyano-l-isopropyl-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl] -amide; 

Morpholine-4-carboxylicacid[l-(l-phenethyl-4-cyano-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [ 1 -( 1 -n-propyl-4-cyano-piperidin-4-ylcarbamoyl)-3 ,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylicacid[l-(l-benzyl-4-cyano-piperidin-4-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

4-Acetylamino-Af-[ 1 -( 1 -benzyl-4-cyano-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyll- 
benzamide; 

4-Acetylamino-^[l-(4-cyano-l-isopropyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyll- 
benzamide; ■ " ' J 

Moipholine-4-carboxylicacid[l-(l-benzyl-3-cyano-piperidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

A^-[l-(4-cyano-l-me%l-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-benzamide; 

4-(Acetylamino-methyl)-Ar-[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethylj-benzamide; 

iV-[l-(4-cyano-l-methyl-piperidin-4-yIcarbamoyl)-2-cyclohexyl-ethyl]-isonicotinamide; 

Pyrazine-2-carboxylic acid [ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 
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5-Chloro-thiophene-2-carboxylicacid[l-(4-cyano-l-methyl-piperidin-4-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

4-Chloro-A^-[l-(4-cyano4-methyl-piperidin^-ylcarbamoyl)-2-cyclohexyl-ethyl]- 
benzamide; 

jV-[ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbanioyI)-2-cyclohexyl-ethyl]-3-phenoxy- 
benzamide; 

N-[l-(l-Benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2-cyclohexyl-ethyl-ethyl]- 
isonicotinamide; 

Pyrazine-2-carboxylic acid [ 1 -( 1 -benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(cyclohexyl-methyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid [ 1 -(3-cyano- 1 -benzyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

^[Hl-BenzylO-cyano-pyrrolidinO-yl^ 

Pyrazine-2-carboxylicacid[l-(l-ben2yl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(l-methyl-ethyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

//-[l-(l-benzylO-cyano-pyrrolidin-3-ylcarbamoyl)-3,3-dimethyl-butyl]-4- 
methanesulfonylamino-benzamide; 

N-[\-{\ -Benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2-cyclohexyl-ethyl]-4- 
methanesulfonylamino-benzamide; 

//_[l.(4-cyano4-methyl-piperidin-4-ylcarbamoyl)-3,3-dimethyl-butyl]-benzamide; 

//.[l.(4. C yano-l-methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethyl]-4-fluoro- 
benzamide; 

-(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-3 ,3-dimethyl-butyl]-4- 
methanesulfonylamino-benzamide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-cyclohexyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 
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Morpholine-4-carboxylic acid [l-(3-cyano-l-ethyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl] -amide; 

Morpholine-4-carboxylic acid [l-(3-cyano-l-methyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(3-methyl-benzyl)-pyrrolidin-3- 
yIcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(2.methyl-pent-2-enyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl} -amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(li/-indol-3-ylmethyl)-pyrTolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Pyrrolidine- 1 -carboxylic acid [ 1 -( 1 -benzyl-3-cyano-pyrrolidin-3-y lcarbamoy l)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [ 1 -(3-cyano-l-cyclohexylmethyl-pyrrolidin-3- 
ylcarbamoyl)-3,3-dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [ 1 -(3-cyano- 1 -isobuty l-pyrrolidin-3 -ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [ 1 -(3-cyano- 1 -isopropyi-pyrro!idin-3-ylcarbamoyl)-3 ,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [ l-(3-cyano- 1 -isobutyl-pyrrolidin-3-ylcarbamoyI)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(l-ethyl-propyl)-pyrrolidin-3-ylcarbamoyl]- 
2-cyclohexyl-ethyl}-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(l-ethyl-propyl)-pyrrolidin-3-ylcarbamoyl]- 
3,3-dimethyl-butyl} -amide; 

Morpholine-4-carboxylic acid [l-(3-cyano-l-phenethyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethylj-amide; 

Morpholine-4-carboxylic acid [ 1 -(3-cyano- 1 -cyclopropylmethyl-pyrrolidin-3- 
ylcarbamoyl)-2-cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [1 -(3-cyano- l-methyl-piperidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 
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Morpholine-4-carboxylicacid[l-(l-benzyl-3-cyano-azetidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [ 1 -(3-cyano- 1 -propyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [l-(3-cyano-l-propyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid {l.[3-cyano-l-(^«5-4-methyl-cyclohexyl)-pyrrolidin-3- 
ylcarbamoyl]-2-cyclohexyl-ethyl}-amide; 

Morpholine-^carboxylicacid[l-(3-cyano-l-cyclopentyl-pyrrolidin-3-ylcarbamoyl)-3,3- 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-isobutyl-piperidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxy lie acid [1 -(3-cyano- l-cyclopentyl-pyrrolidin-3-ylcarbamoyl)-2- 
cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-pyrrolidin-3-ylcarbamoyl)-2-cyclohexyl- 
ethyl]-amide; 

Morpholine-4-carboxylic acid {l-[3-cyano-l-(fra/ty-4-methyl-cyclohexyl)-pyrrolidin-3- 
ylcarbamoyl]-3,3-dimethyl-butyl}-amide; 

Morpholine-4-carboxylic acid [l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2- 
naphthalen-2-yl-ethyl]-amide; 

Morpholine-4-carboxylicacid[l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-2-(4- 
chloro-phenyl)-ethyl]-amide; 

Morpholine-4-carboxylic acid { l-[3-cyano-l-(5-methyl-tbiophen-2-ylmethyl)-pyrrolidin- 
3-ylcarbamoyl]-2-cyclohexyl-ethyI}-amide; 

Morpholme-4-carboxylicacid[l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3-methyl- 
but-3-enyl]-amide; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-cyclopentylmethyl-pyrrolidin-3- 
ylcarbamoyl)-2-cyclohexyl-ethyl]-amide; 

Morpholine-4-carboxylic acid [1 -(3-cyano- l-cyclohexylmethyl-pyrrolidin-3- 
ylcarbamoyl)-3-methyl-butyl]-amide; 
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4-ChloroW-[lK4-cyano-l-propyl-piperidin-4-ylcarbamoyl)-3 
benzamide; 

Pyrazine-2-carboxylic acid [l-(4-cyano-l-propyl-piperidin-4-ylcarbamoyl)-3,3-dimethyl- 
butyl]-amide; 

4,4-dimethyl-2-(2-thiophen-2-yl-acetylamino)-pentanoic acid (4-cyano- 1 -propyl- 
piperidin-4-yl)-amide; 

Morpholine-4-carboxylic acid [l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3-methyl- 
butyl]-amide; 

Morpholine-4-carboxylic acid [ 1 -(4-cyano- 1 -cyclohexyl-piperidin-4-y lcarbamoy l)-3 ,3 - 
dimethyl-butyl]-amide; 

Morpholine-4-carboxylic acid [2-(4-chloro-phenyl)-l -(4-cyano- l-propyl-piperidin-4- 
ylcarbamoyl)-ethyl]-amide; 

Morpholine-4-carboxy lie acid [ 1 -(4-cyano- 1 -propyl-piperidin-4-ylcarbamoyl)-2-(3,4- 
dichloro-phenyl)-ethyl]-amide; 

Morpholine-4-carboxylic acid [1 -(4-cyano- 1-propy l-piperidin-4-y lcarbamoy l)-2- 
naphthalen-2-yl-ethyl]-amide; 

Morpholine-4-carboxyIic acid [l-(4-cyano-l-propyl-piperidin-4-ylcarbamoyl)-3-methyl- 
butyl]-amide; 

Morpholine-4-carboxylicacid[l-(4-cyano-l,2^ 
dimethyl-butyl]-amide 

and the pharmaceutically acceptable derivatives thereof. 



19. The compound according to claim 14 wherein the compound is selected from: 
[l-(l-Benzyl-4-cyano-piperidin-4-ylcarbamoyl)-3-methyl-butyl]-carbamic acid benzyl 
ester; 

[l-(l-Benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-cyclohexyl]-carbamic acid /-butyl ester; 

[ 1 -(4-Cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-3-methyl-butyl]-carbamic acid benzyl 
ester; 

[l-(l-Benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-cyclohexyl]-carbamic acid benzyl ester; 
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Naphthalene-2-carboxylicacid[l-(l-benzyl-3-cyano-pyrrolidin-3-ylcarbamoyl)-3- 
methyl-butyl]-amide; 

Morpholine-4-carboxylic acid [l-(4-cyano- l-propyl-piperidin-4-ylcarbamoyl)-3-methyl- 
butyl]-amide; 

Naphthalene-2-carboxylicacid[l-(3-cyano-l-cyclohexylmethyl-pyrrolidin-3- 
ylcarbamoyl)-3-methyl-butyl]-amide; 

[l-(l-Benzyl-3-cyano-pyirolidin-3-ylcarbamoyl)-3-methyl-butyl]-carbamicacid benzyl 
ester; 

Morpholine^-carboxylicacid[l-(l-benzyl-3-cyano-pyiTolidin-3-ylcarbamoyl)-3-methyl- 
butyl]-amide; 

[ 1 -(3-Cyano- 1 -cyclohexylme%l-pyrrolidin-3-ylcarbamoyl)-3-methyl-butyl]-carbamic 
acid benzyl ester; 

Morpholine-4-carboxylicacid[l-(3-cyano-l-cyclohexylmethyl-pyrrolidin-3- 
ylcarbamoyl)-3-methyl-butyl]-amide; 

Morpholine^-carboxylicacid[l<l-berizylO-cyano-pyrrolidin-3-ylcarbamoyl)^-methyl- 
but-3-enyl]-amide and 

and the pharmaceutical^ acceptable derivatives thereof. 



20. A compound of formula (la) or (lb): 
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Hetis 

azepanyl, piperidinyl, pyrrolidinyl, azetidinyl, oxepanyl, tetrahydropyranyl, 
tetrahydrothiopyranyl, tetrahydrofiiranyl, oxetanyl, azocanyl, oxocanyl, 1,3-diazocanyl, 
1,4-diazocanyl, 1,5-diazocanyl, 1,3-dioxocanyl, 1,4-dioxocanyl, 1,5-dioxocanyl, 1,3- 
oxazocanyl, 1,4-oxazocanyl, 1,5-oxazocanyl, 1,3-diazepanyl, 1,4-diazepanyl, 1,3- 
dioxepanyl, 1,4-dioxepanyl, 1,3-oxazepanyl, 1,4-oxazepanyl, l,2-thiazocanyl-l,l- 
dioxide, l,2,8-thiadiazocanyl-l,l -dioxide, 1,2-thiazepany 1-1,1 -dioxide, 1,2,7- 
thiadiazepanyl- 1,1 -dioxide, tetrahydrothiophenyl, hexahydropyrimidinyl, 
hexahydropyridazinyl, piperazinyl, 1,4,5,6-tetrahydropyrimidinyl, pyrazolidinyl, dihydro- 
oxazolyl, dihydrothiazolyl, dihydroimidazolyl, isoxazolinyl, oxazolidinyl, 1,2- 
thiazinanyl- 1 , 1 -dioxide, 1 ,2,6-thiadiazinanyl- 1 , 1-dioxide, isothiazolidinyl- 1 , 1-dioxide, 
imidazolidinyl-2,4-dione, imidazolidinyl, morpholinyl, dioxanyl, tetrahydropyridinyl, 
thiomorpholinyl, thiazolidinyl, dihydropyranyl, dithianyl, decahydro-quinolinyl, 
decahydro-isoquinolinyl, 1,2,3,4-tetrahydro-quinolinyl, indolinyl, octahydro-quinolizinyl, 
dihydro-indolizinyl, octahydro-indolizinyl, octahydro-indolyl, decahydroquinazolinyl, 
decahydroquinoxalinyl, 1,2,3,4-tetrahydroquinazolinyl or 1,2,3,4-tetrahydroquinoxalinyl; 

A C6-C10 bridged bicyclo wherein one or more carbon atoms are optionally replaced by 
a heteroatom chosen from N, O and S; 

each being optionally substituted with one or more R 5 ; 

Ri is a bond, hydrogen, Cl-10 alkyl, Cl-10 alkoxy, aryloxy, C3-8 cycloalkyl, C3-8 
cycloalkyloxy, aryl, benzyl, tetrahydronaphthyl, indenyl, indanyl, Cl-lOalkylsulfonylCl- 
lOalkyl, C3-8cycloalkylsulfonylCl-10alkyl, arylsulfonylCl-lOalkyl, heterocyclyl 
selected from azepanyl, azocanyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, tetrahydropyranyl, 
tetrahydrothiopyranyl, thiopyranyl, furanyl, tetrahydrofuranyl, thienyl, pyrrolyl, oxazolyl, 
isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, 
tetrazolyl, pyrazolyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
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benzisoxazolyl, quinolinyl, tetrahydroquinolinyl, isoquinolinyl, tetrahydroisoquinolinyl, 
quinazolinyl, tetrahydroquinazolinyl, benzoxazolyl and quinoxalinyl, heterocyclyloxy 
wherein the heterocyclyl moiety is selected from those herein described in this paragraph, 
hydroxy or amino; wherein Ri is optionally substituted by one or more R a ; 

R» is a bond, CI- 10 alkyl, C3-8 cycloalkyl, aryl, tetrahydronaphthyl, indenyl, 
indanyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, benzoxazolyl, benzisoxazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-10 alkoxy, Cl-lOalkanoyl, Cl- 
lOalkanoyloxy, aryloxy, benzyloxy, Cl-10 alkoxycarbonyl, aryloxycarbonyl, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Ra is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Ra is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-10 alkylsulfonylamino, 
arylsulfonylamino, Cl-10 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-10 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
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indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofiiranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more R*,; 
with the proviso that Rj and Ra simultaneously cannot be a bond; 

Rb is a C 1-6 saturated or unsaturated branched or unbranched carbon chain 
optionally partially or fully halogenated wherein one or more carbon 
atoms are optionally replaced by O, N, S(O), S(0) 2 or S and wherein said 
chain is optionally independently substituted with 1-2 oxo groups, -NH2, 
or one or more CI -4 alkyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl; 

or Rb is C3-6 cycloalkyl, aryi, aryloxy, benzyloxy, halogen, hydroxy, oxo, 
carboxy, cyano, nitro, mono-C 1 -Salkylamino, di-C 1 -Salkylamino, 
carboxamide, amidino or guanidino; 

R 2 is hydrogen or CI -3 alkyl; 

R 3 is a bond, hydrogen, Cl-10 alkyl, C2-10alkylene, C3-8 cycloalkyl, arylCl-Salkyl or 
aryl wherein R 3 is optionally substituted by one or more Rc; 

Rc is Cl-10 alkyl, C3-8 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2.2.2]octanyl, bicyclo[4. 1.0]heptanyl, bicyclo[3.1.0]hexanyl, 
bicyclo[Ll.l]pentanyl, cubanyl, 1,2,3,4-tetrahydronaphthyl, decahydronaphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, 
furanyl, tetrahydrofuranyl, pyranyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
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thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, dihydrobenzofuranyl, 
octohydrobenzofuranyl, benzofiiranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, tetrahydroquinolinyl, quinolinyl, tetrahydroisoquinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-10 alkoxy, aryloxy, Cl-10 alkanoyl, 
aroyl, Cl-10 alkoxycarbonyl, aryloxycarbonyl, Cl-10 alkanoyloxy, aroyloxy, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, fiiranyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Rc is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, fiiranyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or R<: is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-10 alkylsulfonylamino, 
arylsulfonylamino, Cl-10 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-10 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, fiiranyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofiiranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be further optionally substituted by one or more R<j; 
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Rd is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylCl-5alkyl, Cl-5 alkoxy, 
aryloxy, arylCl-Salkoxy, aroyl, amino, halogen, hydroxy, oxo, carboxy, 
cyano, nitro, amidino or guanidino; 

R 2 and R 3 together with the carbon they are attached optionally form a nonaromatic 5-7 
membered cycloalkyl or heterocyclic ring; 

each R4 is independently hydrogen, hydroxy or CI -3 alkyl; 

R 5 is a bond, hydrogen, carbonyl, Cl-10 alkyl, Cl-lOalkoxyCl-lOalkyl, Cl- 
lOalkylaminoCl-lOalkyl, Cl-lOalkylthioCl-lOalkyl wherein the sulfur atom maybe 
oxidized to a sulfoxide or sulfone, Cl-10 alkoxy, aryloxy, C3-8 cycloalkyl, aryl, benzyl, 
tetrahydronaphthyl, indenyl, indanyl, C3-7cycloalkylsulfonylCl-5alkyl, arylsulfonylCl- 
5alkyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, tetrahydropyranyl, thiopyranyl, 
tetrahydrothiopyranyl, furanyl, tetrahydrofuranyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridizinyl, tetrazolyl, triazolyl, 
pyrazolyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
tetrahydroquinolinyl, isoquinolinyl, tetrahydroisoquinolinyl, quinazolinyl, 
tetrahydroquinazolinyl, benzoxazolyl and quinoxalinyl, heterocyclyloxy wherein the 
heterocyclyl moiety is selected from those herein described in this paragraph, Cl- 
lOalkanoyl, aroyl, Cl-lOalkanoyloxy, benzyloxy, Cl-lOalkoxycarbonyl, arylCl- 
5alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom may 
be independently mono or di-substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl or quinoxalinyl, 

or R 5 is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to 
a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 



307 



WO 01/19816 



PCT/USOO/23584 



substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, indolinyl, furanyl, tbienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or R 5 is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 alkylcarbamoyloxy, 
arylcarbamoyloxy, Cl-10 alkylsulfonylamino, arylsulfonylamino, Cl-10 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl or quinoxalinyl, 

or R5 is halogen, hydroxy, oxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R 5 may be further optionally substituted by one or more R*; 

Re is Cl-10 alkyl, Cl-lOalkoxyCl-lOalkyl, Cl-lOalkylaminoCl-lOalkyl, Cl- 
lOalkylthioCl-lOalkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-10 alkoxy, C3-8 cycloalkyl, aryl, tetrahydronaphthyl, indenyl, 
indanyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, thiopyranyl, tetrahydrothiopyranyl, pyranyl, tetrahydropyranyl, 
tetrahydrofuranyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, 
triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl, benzisoxazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-lOalkanoyl, aroyl, Cl- 
lOalkanoyloxy, aryloxy, benzyloxy, Cl-10 alkoxycarbonyl, arylCl- 
3alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by Cl-10 alkyl, aryl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, 
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
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benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or is Cl-10 alkanoylamino, aroylamino, Cl-10 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by Cl-10 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazmyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or R« is Cl-10 alkoxycarbonylamino, aryloxycarbonylamino, Cl-10 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-10 alkylsulfonylamino, 
arylsulfonylamino, Cl-10 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-10 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Re is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R« may be further optionally substituted by one or more R f ; 

R f is CI -5 alkyl, C3-6 cycloalkyl, tolylsulfonyl, CI -5 alkoxy, aryl, 
aryloxy, benzyloxy, halogen, hydroxy, oxo, carboxy, cyano, nitro, 
carboxamide, amidino or guanidino; 



R*is 

hydrogen, hydroxy, nitrile or 

a CI -6 saturated or unsaturated branched or unbranched carbon chain optionally partially 
or fully halogenated wherein one or more C atoms are optionally replaced by O, NH, 
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S(O), S(0)2 or S and wherein said chain is optionally independently substituted with 1-2 
oxo groups, -NH2, one or more C M alkyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl, benzoxazolyl or quinoxalinyl; 

wherein Ri and R« in the formulas (I) or (II) optionally form a 4 to 8 membered mono- 
or 7-12 membered polycyclo heteroring system, each aromatic or nonaromatic, wherein 
each heteroring is optionally substituted by one or more R7; 

each R 7 and R« are independently: 

CI -5 alkyl chain optionally interrupted by one or two N, O or S(0) m and optionally 
substituted by 1-2 oxo, amino, hydroxy, halogen, Cl-4alkyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, 
thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, benzoxazolyl or quinoxalinyl, 

aryl, aryloxy, aroyl, furanyl, thienyl, pyrrolyl, imidazolyl, pyridinyl, pyrimidinyl, Cl-5 

alkanoyl, C 1 -5 alkoxycarbonyl, aryloxycarbonyl, benzyloxycarbonyl, 

Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio, arylthio Cl-5 alkylsulfonylamino, 

arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyl, C3-6 cycloalkyl and 

benzyloxy 

each of the aforementioned are optionally halogenated, 
halogen, hydroxy, oxo, carboxy, nitrile, nitro orNH 2 C(0)-; 

m is 0, 1 or 2; 
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X is -0, =S or =N-R6 wherein R; is as defined above, and 
pharmaceutically acceptable derivatives thereof. 

2 1 . The compound according to claim 20 
wherein: 

Het is piperidinyl, pyrrolidinyl, tetrahydropyranyl, tetrahydrothiopyranyl, azetidinyl, 
azepanyl, oxepanyl, tetrahydrofuranyl, oxetanyl, hexahydropyrimidinyl, 
hexahydropryidazinyl, piperazinyl, 1 ,4,5,6-tetrahydropyrimidinyl, octahydro-indolizinyl, 
octahydro-quinolizinyl, decahydro-quinolinyl, 1,2,3,4-tetrahydro-quinolinyl, dihydro- 
oxazolyl, 1,2-thiazinanyl- 1,1 -dioxide, 1,2,6-thiadiazinanyl- 1,1 -dioxide, isothiazolidinyl- 
1,1-dioxide, imidazolidinyl, pyrazohdinyl or a bridged bicyclo chosen from aza- 
bicyclo[3.2.1]octane, aza-bicyclo[2.2.1]heptane, aza-bicyclo[2.2.2]octane, aza- 
bicyclo[3.2.2]nonane, aza-bicyclo[2.1.1]hexane, aza-bicyclo[3.1.1]heptane, aza- 
bicyclo[3.3.2]decane and 2-oxa or 2-thia-5-aza-bicyclo[2.2.1]heptane; 
each ring being substituted with one or more R5; 

R, is a bond, hydrogen, Cl-7 alkyl, Cl-7 alkoxy, C3-7 cycloalkyl, aryloxy, phenyl, 
benzyl, naphthyl, tetrahydronaphthyl, Cl-7alkyIsulfonylCl-7alkyl, C3- 
7cycIoalkylsulfonylCl-7alkyI, arylsulfonylCl-7alkyI, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, 
thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, isoxazolyl, pyrimidinyl, 
pyrazinyl, pyridazinyl, indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, 
benzthiazolyl, benzoisoxazolyl, benzoxazolyl or amino; wherein R, is optionally 
substituted by one or more R,; 

R, is a bond Cl-7 alkyl, C3-6 cycloalkyl, phenyl, naphthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
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indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-7 alkoxy, Cl-7alkanoyl, 
Cl-7alkanoyloxy, aryloxy, benzyloxy, Cl-7 alkoxycarbonyl, aryloxycarbonyl, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, 
triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, 
benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl or quinoxalinyl, 

or Ra is Cl-7 alkanoylamino, aroylamino, Cl-7 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-7 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Ra is Cl-7 alkoxycarbonylamino, aryloxycarbonylamino, Cl-7 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-7 alkylsulfonylamino, 
arylsulfonylamino, Cl-7 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-7 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, benzimidazolyl, 
benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rb; 

Rb is Cl-5 alkyl, C3-6 cycloalkyl, aryl, Cl-5 alkoxy, aryloxy, benzyloxy, 
halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino; 
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R2 is hydrogen or methyl or ethyl; 

Rj is a bond, hydrogen, Cl-5 alkyl, C2-5alkylene, C3-7 cycloalkyl, arylC 1-3 alky 1 or aryl 
wherein R 3 is optionally substituted by one or more Rcj 

Rc is Cl-5 alkyl, C3-7 cycloalkyl, aryl, indanyl, indenyl, bicyclo[2.2.1]heptanyl, 
bicyclo[2 .2.2]octanyl, bicyclo[4. 1 .0]heptanyl, bicyclo[3. 1 .0]hexanyl, 
bicycb[l.l.l]pentanyl, cubanyl, 1,2,3,4-tetrahydronaphthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, 
tetrahydrofuranyl, pyranyl, tetrahydropyranyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinohnyl, isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-5 alkoxy, aryloxy, Cl-5 
alkanoyl, aroyl, Cl-5 alkoxycarbonyl, aryloxycarbonyl, Cl-5 alkanoyloxy, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or Rc is Cl-5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, indolinyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or Rc is Cl-5 alkoxycarbonylamino, aryloxycarbonylamino, Cl-5 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-5 alkylsulfonylamino, 
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arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by CI -5 alkyl, 
aryl, pyrrolidinyl, piperidinyl, moipholinyl, thiomorpholinyl, piperazinyl, 
indolinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, triazolyl, 
5 tetrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 

benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, R« 
may be further optionally substituted by one or more R<j; 

10 

R<, is Cl-5 alkyl, C3-6 cycloalkyl, aryl, arylCl-4 

alkyl, Cl-5 alkoxy, aryloxy, arylCl-5alkoxy, aroyl, halogen, hydroxy, oxo 
or cyano; 

15 R4 is hydrogen or methyl; 

R 5 is a bond, hydrogen, carbonyl, Cl-8 alkyl, Cl-8alkoxyCl-8alkyl, Cl-8alkylaminoCl- 
8alkyl, Cl-8aikylthioCl-8alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-8 alkoxy, aryloxy, C3-7 cycloalkyl, aryl, benzyl, tetrahydronaphthyl, indanyl, 

20 heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, indolinyl, pyranyl, tetrahydropyranyl, thiopyranyl, tetrahydrothiopyranyl, 
furanyl, tetrahydrofuranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, tetrazolyl, triazolyl, pyrazolyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl, benzoxazolyl and 

25 quinoxalinyl, heterocyclyloxy wherein the heterocyclyl moiety is selected from those 
herein described in this paragraph, Cl-7alkanoyl, aroyl, Cl-7alkanoyloxy, benzyloxy, 
Cl-7 alkoxycarbonyl, arylCMalkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-7 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 

30 thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
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benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl or quinoxalinyl, 

or R 5 is CI -7 alkanoylamino, aroylamino, CI -7 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by C 1-7 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, fiiranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, indolyl, benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or R5 is CI -7 alkoxycarbonylamino, aryloxycarbonylamino, CI -7 alkylcarbamoyloxy, 
arylcarbamoyloxy, CI -7 alkylsulfonylamino, arylsulfonylamino, CI -7 
alkylaminosulfonyl, arylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by CI -7 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofiiranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or quinoxalinyl, 
or R5 is halogen, hydroxy, oxy, oxo, carboxy, cyano, nitro or carboxamide, R5 may be 
further optionally substituted by one or more R«; 

Re is Cl-7 alkyl, Cl-7alkoxyCl-7alkyl, Cl-7alkylaminoCl-7alkyl, CI- 
7alkyIthioCl-7alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-7 alkoxy, C3-7 cycloalkyl, aryl, tetrahydronaphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thiopyranyl, 
tetrahydrothiopyranyl, tetrahydropyranyl, tetrahydrofuranyl, furanyl, thienyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofiiranyl, benzothienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, CI -5 alkanoyl, aroyl, Cl- 
5alkanoyloxy, aryloxy, benzyloxy, CI -5 alkoxycarbonyl, aryloxycarbonyl, 
aroyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by CI -5 alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, 
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thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, 
pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Rc is CI -5 alkanoylamino, aroylamino, Cl-5 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-5 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, benzothienyl, 
benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl or 
quinoxalinyl, 

or Re is Cl-5 alkoxycarbonylamino, aryloxycarbonylamino, Cl-5 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-5 alkylsulfonylamino, 
arylsulfonylamino, Cl-5 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl or quinoxalinyl, 

or R* is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R« may be further optionally substituted by one or more R f ; 

R f is methyl, ethyl, t-butyl, tolylsulfonyl, Cl-3 alkoxy, cyclopropyl, cyclohexyl, phenyl, 
naphthyl, phenoxy, benzyloxy, fluoro, chloro, bromo, hydroxy, oxo, carboxy, cyano, 
nitro or carboxamide; 

R*is 

hydrogen, hydroxy, nitrile or 

a CI -6 saturated or unsaturated branched or unbranched carbon chain optionally partially 
or folly halogenated wherein one or more C atoms are optionally replaced by O, NH, 
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S(O), S(0) 2 or S and wherein said chain is optionally independently substituted with 1-2 
oxo groups, -NH 2 , one or more Cl-4 alkyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, 
quinazolinyl, benzoxazolyl or quinoxalinyl; 

Ri and R; of the formula (la) or formula (lb) form a monocyclic 5, 6 or 7 membered 
aromatic or nonaromatic heterocyclic ring optionally substituted by R 7 ; 

or a bicyclic ring having one 5, 6 or 7 membered aromatic or nonaromatic 
heterocyclic ring fused to a second 5-7 membered aromatic or nonaromatic heterocyclic 
or carbocyclic ring wherein each ring is optionally independently substituted by one or 
more R 7 ; 

R 7 and Rg are independently Cl-5 alkyl, C3-6 cycloalkyl, aryl, Cl-5 alkoxy, aryloxy, 
benzyloxy each of the aforementioned are optionally halogenated or R x is halogen, 
hydroxy, oxo, carboxy, nitrile, nitro or NH 2 C(0)-; 

m is 0, 1 or 2 and 

X is O or S. 

22. The compound according to claim 21 wherein 

Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
tetrahydrothiopyranyl, tetrahydrofuranyl, oxetanyl, octahydro-indolizinyl, octahydro- 
quinolizinyl or aza-bicyclo[3.2.1]octanyl, each ring being optionally substituted with one 
or more R 5 ; 
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R, is a bond, Cl-5 alkyl, Cl-5 alkoxy, C3-6 cycloalkyl, aryloxy, phenyl, benzyl, 
naphthyl, Cl-3alkylsulfonylCl-3alkyl, C3-6cycloalkylsulfonylCl-3alkyl, 
arylsuifonylCl-3alkyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, isoxazolyl, 
pyrimidinyl, pyrazinyl, pyridazinyl, indolyl, quinolinyl, benzofuranyl, benzthienyl, 
benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; wherein Ri is optionally 
substituted by one or more R*; 

R* is a bond, Cl-3 alkyl, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, Cl-3 alkoxy, Cl-3alkanoyl, Cl-3alkanoyloxy, 
aryloxy, benzyloxy, Cl-3 alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl, aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or 
benzthiazolyl, 

or Ra is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-3 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkoxy carbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-3 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or R* is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rbi 
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Rb is CI -3 alkyl, C3-6 cycloalkyl, aryl, CI -3 alkoxy, aryloxy, benzyloxy, 
halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino; 

R 2 is hydrogen or methyl; 

R 3 is a bond, hydrogen, Cl-5 alkyl, C2-5alkyIene, C4-6 cycloalkyl or arylCl-2alkyl 
wherein R 3 is optionally substituted by one or more R^; 

Rc is CI -4 alkyl, C5-6 cycloalkyl, phenyl, naphthyl, indanyl, 
bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[Ll.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomoipholinyi, 
indolinyl, furanyl, tetrahydrofaranyl, pyranyl, tetrahydropyranyl, thienyl, pyrrolyl, 
oxazolyl, thiazolyl, imidazolyl, pyrazolyl, pyridinyl, pyrimidinyl, pyrazinyl, 
indolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl, quinazolinyl, quinoxalinyl, Cl-4 alkoxy, phenoxy, naphthyloxy, 
Cl-3 alkanoyl, benzoyl, Cl-3 alkoxycarbonyl, phenoxycarbonyl, Cl-3 
alkanoyloxy, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-5 alkyl or aryl, 
or Rc is Cl-3 alkanoylamino, benzoylamino, Cl-3 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-5 alkyl or aryl, 
or Rc is Cl-3 alkoxycarbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-5 alkyl or 
aryl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano, nitro, amidino or guanidino, Rc 
may be farther optionally substituted by one or more R^; 
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Rd is Cl-3 alkyl, C3-6 cycloalkyl, phenyl, benzyl, Cl-3 alkoxy, phenoxy, 
pheny 1C 1 -3alkoxy, benzoyl, halogen, hydroxy, oxo or cyano; 

R4 is hydrogen; 

R 5 is a bond, hydrogen, carbonyl, Cl-6 alkyl, Cl-6alkoxyCl-6alkyl, Cl-6alkylaminoCl- 
6alkyl, Cl-6alkylthioCl-6alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-6 alkoxy, , phenoxy, naphthyloxy, C3-6 cycloalkyl, phenyl, naphthyl, benzyl, 
indanyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, tetrahydropyranyl, tetrahydrothiopyranyl, furanyl, 
tetrahydrofuranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazolyl, benzofuranyl, benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, 
isoquinolinyl and benzoxazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-3alkanoyl, benzoyl, naphthoyl, 
Cl-4alkanoyloxy, benzyloxy, Cl-4 alkoxycarbonyl, arylCl-2alkoxycarbonyl, 
phenoxycarbonyl, benzoyioxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is Cl-4 alkanoylamino, aroylamino, Cl-4 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-3 alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, 
piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, 
benzofuranyl, benzothienyl, benzimidazolyl or benzthiazolyl, 

or R 5 is Cl-4 alkoxycarbonylamino, phenoxycarbonylamino, Cl-4 alkylcarbamoyloxy, 
phenylcarbamoy loxy, C 1 -4 alkylsulfonylamino, phenylsulfonylamino, C 1 -3 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-4 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
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or R s is halogen, hydroxy, oxo, carboxy, cyano, nitro or carboxamide, R s may be further 
optionally substituted by one or more R-; 

R. is Cl-4 alkyl, Cl-4 alkoxy, C3-7 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
tetrahydrothiopyranyl, tetrahydropyranyl, tetrahydrofuranyl, thienyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, quinoxalinyl, 
Cl-4 alkanoyl, aroyl, Cl-4alkanoyloxy, phenoxy, naphthyloxy, benzyloxy, Cl-4 
alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by CI -3 alkyl, phenyl, 
naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl, or benzthiazolyl, 

or R- is Cl-4 alkanoylamino, benzoylamino, Cl-4 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-3 alkyl, phenyl, naphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or 
benzthiazolyl, 

or Re is Cl-4 alkoxycarbonylamino, phenoxycarbonylamino, Cl-4 
alkylcarbamoyloxy, phenylcarbamoyloxy, Cl-4 alkylsulfonylamino, 
phenylsulfonylamino, Cl-4 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 

or R- is halogen, hydroxy, oxo, carboxy, cyano, nitro or carboxamide, R- may be 
further optionally substituted by one or more Rf, 
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R f is methyl, ethyl, t-butyl, tolylsulfonyl, methoxy, cyclopropyl, phenyl, 
phenoxy, benzyloxy, fluoro, chloro, bromo, hydroxy, oxo, carboxy or 
carboxamide. 

5 R| and R$ of the formula (la) or Formula (lb) optionally form a monocyclic 5 or 6 
membered aromatic or nonaromatic heterocyclic ring optionally substituted by R 7 ; 

or a bicyclic ring having one 5, 6 or 7 membered aromatic or nonaromatic 
heterocyclic ring fused to a second 5-6 membered aromatic or nonaromatic heterocyclic 
10 or carbocyclic ring wherein each ring is optionally independently substituted by one or 
more R7; 

R 7 and R* are independently Cl-4 alkyl, C5-6 cycloalkyl, Cl-4 alkoxy, halogen, hydroxy, 
oxo, carboxy, nitrile, nitro or NH 2 C(0)-; 
15 and 
X is O. 

23. The compound according to claim 22 wherein: 

20 

Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
oxetanyl or tetrahydrothiopyranyl each ring being optionally substituted with one or more 

R 5 ; 

25 Ri is a bond, Cl-5 alkyl, Cl-5 alkoxy, C3-6 cycloalkyl, aryloxy, phenyl, benzyl, 

naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, furanyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyfazinyl, pyridazinyl, 
indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, 
benzoxazolyl or amino; wherein Ri is optionally substituted by one or more R*; 

30 

Ra is a bond, Cl-3 alkyl, cyclopropyl, cyclohexyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, Cl-3 
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alkoxy, Cl-3alkanoyl, Cl-3alkanoyloxy, aryloxy, benzyloxy, Cl-3 
alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-3 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkoxycarbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-3 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rj,; 

Rb is methyl, ethyl, n-propyl, i-propyl, cyclopropyl, cyclopentyl, 
cyclohexyl, phenyl, methoxy, ethoxy, n-propoxy, i-propoxy, phenoxy, 
benzyloxy, fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, 
nitro or carboxamide; 

R2 is hydrogen; 

R 3 is a bond, Cl-3 alkyl, C2-4alkylene, C5-6 cycloalkyl, benzyl or naphthylmethyl 
wherein R3 is optionally substituted by one or more Rc; 

Rc is Cl-3 alkyl, C5-6 cycloalkyl, phenyl, naphthyl, indanyl, 
bicyclo[2.2. 1 ]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4. 1 .OJheptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, foranyl, tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, 
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imidazolyl, pyrimidinyl, indolyl, benzofiiranyl, benzothienyl, benzthiazolyl, Cl-3 
alkoxy, phenoxy, naphthyloxy, Cl-2 alkanoyl, benzoyl, Cl-2 alkoxycarbonyl, 
phenoxycarbonyl, Cl-2alkanoyloxy, benzoyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by CI -3 alkyl or aryl, 
or Rc is CI -2 alkanoylamino, benzoylamino, CI -2 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by CI -3 alkyl or aryl, 
or Rc is CI -2 alkoxycarbonylamino, phenoxycarbonylamino, CI -2 
alkylcarbamoyloxy, arylcarbamoyloxy, CI -2 alkylsulfonylamino, 
phenylsulfonylamino, Cl-2alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by CI -3 
alkyl or phenyl, 

or Rc is halogen, hydroxy, oxo, carboxy or cyano, Rc may be further optionally 
substituted by one or more R<i; 

Rd is methyl, cyclopropyl, cyclohexyl, phenyl, benzyl, methoxy, phenoxy, 
benzyloxy, benzoyl, fluoro, chloro, oxo or cyano; 

R 5 is a bond, hydrogen, carbonyl, Cl-5 alkyl, Cl-5alkoxyCl-5alkyl, Cl-5alkylaminoCl- 
Salkyl, Cl-5alkylthioCl-5alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-5 alkoxy, phenoxy, C3-6 cycloalkyl, phenyl, naphthyl, benzyl, indanyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, tetrahydropyranyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl and benzthiazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-3alkanoyl, benzoyl, naphthoyl, 
Cl-3alkanoyloxy, benzyloxy, Cl-3 alkoxycarbonyl, benzyloxycarbonyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, . 
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or R 5 is CI -3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized to 
a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, moipholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzofuranyl, benzothienyl, 
benzimidazolyl or benzthiazolyl, 

or R 5 is Cl-3 alkoxycarbonylamino, phenoxycarbonylamino, Cl-3 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-3 alkylsulfonylamino, phenylsulfonylamino, Cl-3 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 

or R s is halogen, hydroxy, oxo, carboxy, cyano or carboxamide, R 5 may be further 
optionally substituted by one or more R-; 

R. is Cl-3 alkyl, Cl-3 alkoxy, C3-7 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, tetrahydropyranyl, indolyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, Cl-3 alkanoyl, aroyl, Cl-3alkanoyloxy, phenoxy, 
benzyloxy, Cl-3 alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R- is Cl-3 alkanoylamino, benzoylamino, Cl-3 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R- is Cl-3 alkoxycarbonylamino, phenoxycarbonylamino, Cl-3 
alkylcarbamoyloxy, phenylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
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phenylsulfonylamino, Cl-3 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholiriyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or 
benzthiazolyl, 

or Rc is halogen, hydroxy, oxo, carboxy, cyano or carboxamide, R<, may be further 

optionally substituted by one or more Rf; 

and 

R f is methyl, phenyl, tolylsulfonyl, methoxy, phenoxy, benzyloxy, fluoro, chloro, bromo, 
hydroxy, oxo, carboxy or carboxamide; 

Ri and R* of the formula (la) or Formula (lb) form a bicyclic ring having one 5 or 
6 membered aromatic or nonaromatic heterocyclic ring fused to a second 
5-6 membered heteroaryl, heterocycle or phenyl ring; 
wherein each ring is optionally independently substituted by one or two R 7 . 

24. The compound according to claim 23 wherein: 

Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl or tetrahydropyranyl each ring being 
substituted with one or more R5; 

Ri is a bond, methyl, ethyl, i-propyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, 
cyclohexyl, phenoxy, phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomoipholinyl, piperazinyl, furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl 
or amino; wherein Ri is optionally substituted by one or more R*; 

Ra is a bond, methyl, ethyl, cyclopropyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, methoxy, acetyl, 
acetoxy, phenoxy, benzyloxy, methoxycarbonyl, phenoxycarbonyl, benzoyloxy, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 
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or IU is acetylamino, benzoylamino, methylthio, phenylthio wherein the sulfur 

atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 

atom may be independently substituted by methyl, ethyl or phenyl, 

or R, is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 

phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 

methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 

may be independently mono or di-substituted by methyl or phenyl, 

or IU is fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, nitro or 

carboxamide, Ra may be further optionally substituted by one or more R b ; 

Rt is methyl, cyclopropyl, phenyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, hydroxy, oxo, carboxy or carboxamide; 

R 3 is a bond, Cl-3 alkyl, C2-4alkylene, C5-6 cycloalkyl, benzyl or naphthylmethyl 
wherein R 3 is optionally substituted by one or more 

Rc is methyl, ethyl, n-propyl, i-propyl, C5-6 cycloalkyl, indanyl, 
bicyclo[2.2. ljheptanyl, bicyclo[2.2.2]octanyl, bicyclo[4. 1 .0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, thienyl, oxazolyl, thiazolyl, indolyl, benzofuranyl, 
benzothienyl, benzthiazolyl, methoxy, ethoxy, phenoxy, acetyl, benzoyl, 
methoxycarbonyl, phenoxycarbonyl, acetoxy, benzoyloxy, carbamoyl wherein the 
nitrogen atom may be independently mono or di-substituted by methyl, ethyl or 
aryl, 

or Rc is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl or aryl, 

or Rc is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 
phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
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methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl, ethyl or phenyl, 
or Rc is fluoro, chloro or oxo, Rc may be further optionally substituted by one or 
more R<j; 

Rd is methyl, cyclopropyl, phenyl, methoxy, fluoro, chloro or oxo; 

R 5 is a bond, hydrogen, carbonyl, Cl-4 alkyl, Cl-4alkoxyCl-4alkyl, Cl-4alkylaminoCl- 
4alkyl, Cl-4alkylthioCl-4alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-4 alkoxy,phenoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, 
benzyl, indanyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, . 
piperazinyl, tetrahydropyranyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl and benzthiazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-2alkanoyl, benzoyl, naphthoyl, 
Cl-2alkanoyloxy, benzyloxy, CI -2 alkoxycarbonyl, benzyloxycarbonyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by CI -2 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is Cl-2 alkanoylamino, benzoylamino, Cl-2 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, phenyithio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R 5 is Cl-2 alkoxycarbonylamino, phenoxycarbonylamino, Cl-2 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-2 alkylsulfonylamino, phenylsulfonylamino, Cl-2 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is fluoro, chloro, bromo, hydroxy, oxo, carboxy or carboxamide, R5 may be further 
optionally substituted by one or more R«; 
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Re is Cl-3 alkyl, Cl-2 alkoxy, C3-6 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, tetrahydropyranyl, indolyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, Cl-2 alkanoyl, aroyl, Cl-2alkanoyloxy, phenoxy, 
benzyloxy, Cl-2 alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-2 
alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 

or Re is Cl-2 alkanoylamino, benzoylamino, Cl-2 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or 
pyrimidinyl, 

or Re is Cl-2 alkoxycarbonylamino, phenoxycarbonylamino, Cl-2 
alkylcarbamoyloxy, phenylcarbamoyloxy, Cl-2 alkylsulfonylamino, 
phenylsulfonylamino, Cl-2 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-2 
alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R. is fluoro, chloro, bromo, hydroxy, oxo, carboxy or carboxamide, R« may be 
further optionally substituted by one or more R f ; 

Rf is methyl, phenyl, tolylsulfonyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, hydroxy, oxo, carboxy or carboxamide and 



Ri and R* of the formula (la) or Formula (lb) form a bicyclic ring having one 5-6 
membered aromatic or nonaromatic heterocyclic ring fused to a phenyl ring; 
wherein each ring is optionally independently substituted by one or two R 7 . 
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25. The compound according to claim 24 wherein: 

Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl, azetidin-3-yl, azepan-3-yl, azepan-4- 
yl or tetrahydropyran-4-yl, each ring being optionally substituted with one or more R5; 

Ri is a bond, methyl, ethyl, i-propyl, methoxy, cyclopropyl, cyclohexyl, phenoxy, phenyl, 
benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl or amino; wherein Ri is 
optionally substituted by one or more Ra; 

Ra is methyl, phenyl, thienyl, methoxy, acetyl, acetoxy, phenoxy, benzyloxy, 
methoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl or phenyl, 
or R a is acetylamino, methylthio, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl or phenyl, 

or Ra is methoxycarbonylamino, methylcarbamoyloxy, phenylcarbamoyloxy, 
methylsuifonylamino, phenylsulfonylamino, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl or phenyl, 
or Ra is fluoro, chioro, hydroxy, oxo, carboxy, cyano or carboxamide; 

R 3 is a bond, methyl, ethyl, n-propyl, propenyl, butenyl, i-butenyl, cyclohexyl, benzyl or 
naphthylmethyl wherein R 3 is optionally substituted by one or more Rc; 

Rc is methyl, ethyl, n-propyl, i-propyl, cyclohexyl, cyclopentyl, indanyl, 
bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, 
bicyclo[3. 1 .0]hexanyl, bicyclo[ 1.1.1 Jpentanyl, cubanyl, 1 ,2,3 ,4- 
tetrahydronaphthyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
phenoxycarbonyl, acetoxy, benzoyloxy, methylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, fluoro, chioro or oxo; 
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Rj is a bond, hydrogen, carbonyl, Cl-4 alkyl, Cl-2aIkoxyCl-2alkyl, Cl-2alkylaminoCl- 
2alkyl, Cl-2alkylthioCl-2alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-2 alkoxy, phenoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, benzyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, tetrahydropyranyl, 
pyridinyl, and pyrimidinyl, heterocyclyloxy wherein the heterocyclyl moiety is selected 
from those herein described in this paragraph, acetyl, benzoyl, acetyloxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, benzyloxycarbonyl, benzoyloxy, carbamoyl wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl or 
phenyl, 

or R 5 is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, phenyltbio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by methyl, ethyl or phenyl, 

or R 5 is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, ethyl or phenyl, 
or R 5 is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R 5 may be further 
optionally substituted by one or more Re; 

R. is methyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, 
naphthyl, indanyl, piperidinyl, morpholinyl, indolyl, thienyl, pyridinyl, acetyl, 
benzoyl, acetyloxy, phenoxy, benzyloxy, methoxycarbonyl, ethoxycarbonyl, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or Re is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl or phenyl, 
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or Re is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, 
phenylsulfonylamino, methylaminosulfonyl, phenylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl 
or phenyl, 

or R« is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R* may be further 

optionally substituted by one or more Kf, 

and 

R f is methyl, phenyl, tolylsulfonyl, phenoxy, benzyloxy, fluoro, chloro or 
oxo; 

Ri and Re of the formula (la) or Formula (lb) form the bicyclic ring 



N 



; wherein W is -S(0)„-, -0-C(0)- or -N-C(0)-, n is 0, 1 or 2 and wherein 
each ring is optionally independently substituted by one or two R7. 



26. The compound according to claim 25 wherein: 

Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl, azetidin-3-yl or tetrahydropyran-4- 
yl, each ring being substituted with one or more R5; 

Ri is i-propyl, benzyloxy, cyclohexyl, phenyl, 4-(acetylamino)-phenyl, 4- 
(methanesulfonylamino)-phenyl, 4-methoxyphenyl, 3-phenoxyphenyl, 4-chlorophenyl, 4- 
fluorophenyl, 2-fluorophenyl, 2-fluoro-4-chlorophenyl, naphthyl, thienylmethyl, 



332 



WO 01/19816 



r CT/US00/23584 



piperidinyl, morpholinyl, pyrrolidinyl, piperazinyl, furanyl, thienyl, 5-chlorothienyl, 
pyridin-4-yl, pyrazinyl, methylamino, ethylamino, dimethylamino or diethylamino; 

R3 is ethyl, n-propyl,propenyl, butenyl, i-butenyl, benzyl or naphthylmethyl wherein R3 is 
optionally substituted by one or more RcJ 

Rc is methyl, cyclohexyl, cyclopentyl, indanyl, 1,2,3,4-tetrahydronaphthyl, 
methoxy, methylthio wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, fluoro or chloro; 

Rs is a bond, carbonyl, methyl, ethyl, n-propyl, n-butyl, t-butyl, i-propyl, i-butyl, 
cyclopropyl, cyclopentyl, cyclohexyl, phenyl, benzyl, piperidinyl, tetrahydropyranyl, 
pyrimidinyl, acetyl, benzoyl, ethoxycarbonyl, benzyloxycarbonyl, methylsulfonylamino, 
phenylsulfonylamino, methylamino, dimethylamino, fluoro, oxo or carboxy, R5 may be 
further optionally substituted by one or more R«; 

R« is methyl, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, indanyl, 
thienyl, 5-methylthienyl, methoxy, phenoxy, benzyloxy, piperidinyl, pyridinyl, 
indolyl, l-(tolyl-sulfonyl)-indolyl, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, phenyl or benzyl, 
or ^ is hydroxy, fluoro, chloro, oxo, dimethylamino or trifluoromethyl; 

and 
n is 2. 

27. The compound according to claim 20 wherein: 
Ri and R^ remain acyclic; 



333 



WO 01/19816 




PCT/US00/23584 



Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
oxetanyl or tetrahydrothiopyranyl each ring being optionally substituted with one or more 

R 5 ; 

R { is a bond, Cl-5 alkyl, Cl-5 alkoxy, C3-6 cycloalkyl, aryloxy, phenyl, benzyl, 
naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, fiiranyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, 
indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, 
benzoxazolyl or amino; wherein Ri is optionally substituted by one or more Ra; 

Ra is a bond, Cl-3 alkyl, cyclopropyl, cyclohexyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, Cl-3 
alkoxy, Cl-3alkanoyl, Cl-3alkanoyloxy, aryloxy, benzyloxy, Cl-3 
alkoxycarbonyl, aryloxycarbonyl, aroyloxy, carbamoyl wherein the nitrogen atom 
may be independently mono or di-substituted by Cl-3 alkyl, aryl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, arylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by Cl-3 alkyl, aryl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is Cl-3 alkoxycarbonylamino, aryloxycarbonylamino, Cl-3 
alkylcarbamoyloxy^ arylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
arylsulfonylamino, Cl-3 alkylaminosulfonyl, arylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by Cl-3 alkyl, 
aryl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, R* may be further optionally substituted by one or more Rb; 

R b is methyl, ethyl, n-propyl, i-propyl, cyclopropyl, cyclopentyl, 
cyclohexyl, phenyl, methoxy, ethoxy, n-propoxy, i-propoxy, phenoxy, 
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benzyloxy, fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, 
nitro or carboxamide; 

R 2 is hydrogen; 

R 3 is a bond, CI -3 alkyl, C2-4alkylene, C5-6 cycloalkyl, benzyl or naphthylmethyl 
wherein R3 is optionally substituted by one or more Rc; 

Rc is CI -3 alkyl, C5-6 cycloalkyl, phenyl, naphthyl, indanyl, 
bicyclo[2.2. 1 Jheptanyl, bicyclo[2.2.2]octanyl, bicyclo[4. 1 .0]heptanyl, 
bicyclo[3.1.0]hexanyl,bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, furanyl, tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyrimidinyl, indolyl, benzofuranyl, benzothienyl, benzthiazolyl, CI -3 
alkoxy, phenoxy, naphthyloxy, CI -2 alkanoyl, benzoyl, CI -2 alkoxycarbonyl, 
phenoxycarbonyl, Cl-2alkanoyloxy, benzoyloxy, carbamoyl wherein the nitrogen 
atom may be independently mono or di-substituted by CI -3 alkyl or aryl, 
or Rc is CI -2 alkanoylamino, benzoylamino, CI -2 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by CI -3 alkyl or aryl, 
or Rc is CI -2 alkoxycarbonylamino, phenoxycarbonylamino, Cl-2 
alkylcarbamoyloxy, arylcarbamoyloxy, Cl-2 alkylsulfonylamino, 
phenylsulfonylamino, Cl-2alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by CI -3 
alkyl or phenyl, 

or Rc is halogen, hydroxy, oxo, carboxy or cyano, Rc may be further optionally 
substituted by one or more R<j; 

R<i is methyl, cyclopropyl, cyclohexyl, phenyl, benzyl, methoxy, phenoxy, 
benzyloxy, benzoyl, fluoro, chloro, oxo or cyano; 
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R4 is hydrogen; 

R 5 is a bond, hydrogen, carbonyl, Cl-5 alkyl, Cl-5alkoxyCl-5alkyl, Cl-5alkylaminoCl- 
Salkyl, Cl-5alkylthioCl-5alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-5 alkoxy, phenoxy, C3-6 cycloalkyl, phenyl, naphthyl, benzyl, indanyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, tetrahydropyranyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl and benzthiazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-3alkanoyl, benzoyl, naphthoyl, 
Cl-3alkanoyloxy, benzyloxy, Cl-3 alkoxycarbonyl, benzyloxycarbonyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is Cl-3 alkanoylamino, aroylamino, Cl-3 alkylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized to 
a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzofiiranyl, benzothienyl, 
benzimidazolyl or benzthiazolyl, 

or R 5 is Cl-3 alkoxycarbonylamino, phenoxycarbonylamino, Cl-3 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-3 alkylsulfonylamino, phenylsulfonylamino, Cl-3 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 

or R 5 is halogen, hydroxy, oxo, carboxy, cyano or carboxamide, R5 may be further 
optionally substituted by one or more R«; 

R« is Cl-3 alkyl, Cl-3 alkoxy, C3-7 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, tetrahydropyranyl, indolyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
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benzthiazolyl, benzoxazolyl, Cl-3 alkanoyl, aroyl, Cl-3alkanoyloxy, phenoxy, 
benzyloxy, Cl-3 alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R« is Cl-3 alkanoylamino, benzoylamino, Cl-3 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-3 alkyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, 
pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or Re is Cl-3 alkoxycarbonylamino, phenoxycarbonylamino, Cl-3 
alkylcarbamoyloxy, phenylcarbamoyloxy, Cl-3 alkylsulfonylamino, 
phenylsulfonylamino, Cl-3 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-3 
alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or 
benzthiazolyl, 

or R« is halogen, hydroxy, oxo, carboxy, cyano or carboxamide, Re may be further 

optionally substituted by one or more R f ; 
Rf is methyl, phenyl, tolylsulfonyl, methoxy, phenoxy, benzyloxy, fluoro, chloro, bromo, 
hydroxy, oxo, carboxy or carboxamide; 

R6is 

hydroxy, nitrile or 

a CI -5 saturated or unsaturated branched or unbranched carbon chain optionally partially 
or fully halogenated wherein one or more C atoms are optionally replaced by O, NH, or 
S(0) 2 and wherein said chain is optionally independently substituted with 1-2 oxo groups, 
-NH 2 , one or more Cl-4 alkyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, indolinyl, pyranyl, thiopyranyl, furanyl, thienyl, pyrrolyl, oxazolyl, 
isoxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, benzofuranyl, 
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benzothienyl, benzimidazolyl, benzthiazolyl, quinolinyl, isoquinolinyl, quinazolinyl, 

benzoxazolyl or quinoxalinyl; 

and 

Xis O. 



28. The compound according to claim 27 wherein: 

Ri is a bond, methyl, ethyl, i-propyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, 
cyclohexyl, phenoxy, phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, 
thiomorpholinyl, piperazinyl, fiiranyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl 
or amino; wherein Ri is optionally substituted by one or more Ra; 

Ra is a bond, methyl, ethyl, cyclopropyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, thienyl, imidazolyl, methoxy, acetyl, 
acetoxy, phenoxy, benzyloxy, methoxycarbonyl, phenoxycarbonyl, benzoyloxy, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or Ra is acetylamino, benzoylamino, methylthio, phenylthio wherein the sulfiir 

atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 

atom may be independently substituted by methyl, ethyl or phenyl, 

or Ra is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 

phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 

methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 

may be independently mono or di-substituted by methyl or phenyl, 

or Ra is fluoro, chloro, bromo, iodo, hydroxy, oxo, carboxy, cyano, nitro or 

carboxamide, Ra may be further optionally substituted by one or more R*,; 

Rb is methyl, cyclopropyl, phenyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, hydroxy, oxo, carboxy or carboxamide; 
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R 3 is a bond, CI -3 alkyl, C2-4alkylene, C5-6 cycloalkyl, benzyl or naphthylmethyl 

wherein R3 is optionally substituted by one or more R^; 

Rc is methyl, ethyl, n-propyl, i-propyl, C5-6 cycloalkyl, indanyl, 
bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, thienyl, oxazolyl, thiazolyl, indolyl, benzofuranyl, 
benzothienyl, benzthiazolyl, methoxy, ethoxy, phenoxy, acetyl, benzoyl, 
methoxycarbonyl, phenoxycarbonyl, acetoxy, benzoyloxy, carbamoyl wherein the 
nitrogen atom may be independently mono or di-substituted by methyl, ethyl or 
aryl, 

or Rc is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl or aryl, 

or Rc is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 
phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl, ethyl or phenyl, 
or Rc is fluoro, chloro or oxo, Rc may be further optionally substituted by one or 
more R<j; 

Rd is methyl, cyclopropyl, phenyl, methoxy, fluoro, chloro or oxo; 



R 5 is a bond, hydrogen, carbonyl, Cl-4 alkyl, Cl-4alkoxyCl-4alkyl, Cl-4alkylaminoCl- 
4alkyl, Cl-4alkylthioCl-4alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-4 alkoxy,phenoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, 
benzyl, indanyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
piperazinyl, tetrahydropyranyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
benzimidazolyl and benzthiazolyl, heterocyclyloxy wherein the heterocyclyl moiety is 
selected from those herein described in this paragraph, Cl-2alkanoyl, benzoyl, naphthoyl, 
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Cl-2alkanoyloxy, benzyloxy, Cl-2 alkoxycarbonyl, benzyloxycarbonyl, 
phenoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R s is Cl-2 alkanoylamino, benzoylamino, Cl-2 alkylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl or benzthiazolyl, 
or R s is Cl-2 alkoxycarbonylamino, phenoxycarbonylamino, Cl-2 alkylcarbamoyloxy, 
phenylcarbamoyloxy, Cl-2 alkylsulfonylamino, phenylsulfonylamino, Cl-2 
alkylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, piperidinyl, 
morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or R 5 is fluoro, chloro, bromo, hydroxy, oxo, carboxy or carboxamide, R 5 may be further 
optionally substituted by one or more Re', 

Re is Cl-3 alkyl, Cl-2 alkoxy, C3-6 cycloalkyl, phenyl, naphthyl, indanyl, 
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, tetrahydropyranyl, indolyl, 
thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, benzimidazolyl, 
benzthiazolyl, benzoxazolyl, Cl-2 alkanoyl, aroyl, Cl-2alkanoyloxy, phenoxy, 
benzyloxy, Cl-2 alkoxycarbonyl, phenoxycarbonyl, benzoyloxy, carbamoyl 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-2 
alkyl, phenyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, oxazolyl, 
thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 

or Re is Cl-2 alkanoylamino, benzoylamino, Cl-2 alkylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur 
atom may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen 
atom may be independently substituted by Cl-2 alkyl, phenyl, pyrrolidinyl, 
piperidinyl, morpholinyl, piperazinyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl or 
pyrimidinyl, 
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or is C 1-2 alkoxycarbonylamino, phenoxycarbonylamino, Cl-2 
alkylcarbamoyloxy, phenylcarbamoyloxy, Cl-2 alkylsulfonylamino, 
phenylsulfonylamino, Cl-2 alkylaminosulfonyl, phenylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by Cl-2 
alkyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl or pyrimidinyl, 
or Re is fluoro, chloro, bromo, hydroxy, oxo, carboxy or carboxamide, Re may be 
further optionally substituted by one or more Rfj 

Rf is methyl, phenyl, tolylsulfonyl, methoxy, phenoxy, benzyloxy, fluoro, 
chloro, hydroxy, oxo, carboxy or carboxamide and 

R6is 
nitrile or 

a CI -5 saturated or unsaturated branched or unbranched carbon chain optionally partially 
or fully halogenated wherein one or more C atoms are optionally replaced by O, NH, or 
S(0) 2 and wherein said chain is optionally independently substituted with oxo, -NH 2 , 
piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, pyridinyl, pyrimidinyl or 
pyrazinyl. 

29. The compound according to claim 28 wherein: 

Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl, azetidin-3-yl, azepan-3-yl, azepan-4- 
yl or tetrahydropyran-4-yl, each ring being optionally substituted with one or more R5; 

Rj is a bond, methyl, ethyl, i-propyl, methoxy, cyclopropyl, cyclohexyl, phenoxy, phenyl, 
benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, 
furanyl, thienyl, thiazolyl, imidazolyl, pyridinyl, pyrazinyl or amino; wherein R\ is 
optionally substituted by one or more R*,; 
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Ra is methyl, phenyl, thienyl, methoxy, acetyl, acetoxy, phenoxy, benzyloxy, 
methoxycarbonyl, benzoyloxy, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl or phenyl, 
or Ra is acetylamino, methylthio, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl or phenyl, 

or R* is methoxycarbonylamino, methylcarbamoyloxy, phenylcarbamoyloxy, 
methylsulfonylamino, phenylsulfonylamino, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl or phenyl, 
or Ra is fluoro, chloro, hydroxy, oxo, carboxy, cyano or carboxamide; 

R 3 is a bond, methyl, ethyl, n-propyl, propenyl, butenyl, i-butenyl, cyclohexyl, benzyl or 
naphthylmethyl wherein R3 is optionally substituted by one or more R«; 

Rc is methyl, ethyl, n-propyl, i-propyl, cyclohexyl, cyclopentyl, indanyl, 
bicyclo[2.2.1]heptanyl, bicyclo[2.2.2]octanyl, bicyclo[4.1.0]heptanyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.i]pentanyl, cubanyl, 1,2,3,4- 
tetrahydronaphthyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
phenoxycarbonyl, acetoxy, benzoyloxy, methylthio wherein the sulfur atom may 
be oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, fluoro, chloro or oxo; 

and 

wherein the configuration at the stereocenter defined by R 2 and R3 when they are 
different and the carbon they are attached to is defined as L; and 

R 5 is a bond, hydrogen, carbonyl, Cl-4 alkyl, Cl-2alkoxyCl-2alkyl, Cl-2alkylaminoCl- 
2alkyl, Cl-2alkylthioCl-2alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, CI -2 alkoxy, phenoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, benzyl, 
heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, tetrahydropyranyl, 
pyridinyl, and pyrimidinyl, heterocyclyloxy wherein the heterocyclyl moiety is selected 
from those herein described in this paragraph, acetyl, benzoyl, acetyloxy, benzyloxy, 
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methoxycarbonyl, ethoxycarbonyl, benzyloxycarbonyl, benzoyloxy, carbamoyl wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl or 
phenyl, 

or R5 is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be oxidized to a 
sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by methyl, ethyl or phenyl, 

or R 5 is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, ethyl or phenyl, 
or R 5 is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R5 may be further 
optionally substituted by one or more R«; 

Re is methyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, 
naphthyl, indanyl, piperidinyl, morpholinyl, indolyl, thienyl, pyridinyl, acetyl, 
benzoyl, acetyloxy, phenoxy, benzyloxy, methoxycarbonyl, ethoxycarbonyl, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or Re is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl or phenyl, 

or Rc is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, 
phenylsulfonylamino, methylaminosulfonyl, phenylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl 
or phenyl, 

or Re is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, Re may be further 
optionally substituted by one or more R f ; 
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R f is methyl, phenyl, tolylsulfonyl, phenoxy, benzyloxy, fluoro, chloro or 
oxo; 

R*is 
nitrile or 

a CI -5 saturated or unsaturated branched or unbranched carbon chain optionally partially 
or fully halogenated wherein one or more C atoms are optionally replaced by 0, NH, or 
S(0)2 and wherein said chain is optionally independently substituted with oxo, -NH 2 , 
morpholinyl or piperazinyl. 

30. The compound according to claim 29 wherein: 

Het is piperidin-4-yl, piperidin-3-yl, pyrrolidin-3-yl, azetidin-3-yl or tetrahydropyran-4- 
yl, each ring being substituted with one or more R5; 

Ri is i-propyl, benzyloxy, cyclohexyl, phenyl, 4-(acetylamino)-phenyl, 4- 
(methanesulfonylamino)-phenyl, 4-methoxyphenyl, 3-phenoxyphenyl, 4-chlorophenyl, 4- 
fluorophenyl, 2-fluorophenyl, 2-fluoro-4-chlorophenyl, naphthyl, thienylmethyl, 
piperidinyl, morpholinyl, pyrrolidinyl, piperazinyl, furanyl, thienyl, 5-chlorothienyl, 
pyridin-4-yl, pyrazinyl, methylamino, ethylamino, dimethylamino or diethylamino; 

R 3 is ethyl, n-propyl,propenyl, butenyl, i-butenyl, benzyl or naphthylmethyl wherein R 3 is 
optionally substituted by one or more Rc; 

Rc is methyl, cyclohexyl, cyclopentyl, indanyl, 1,2,3,4-tetrahydronaphthyl, 
methoxy, methylthio wherein the sulfiir atom may be oxidized to a sulfoxide or 
sulfone, fluoro or chloro; 

R 5 is a bond, carbonyl, methyl, ethyl, n-propyl, n-butyl, t-butyl, i-propyl, i-butyl, 
cyclopropyl, cyclopentyl, cyclohexyl, phenyl, benzyl, piperidinyl, tetrahydropyranyl, 
pyrimidinyl, acetyl, benzoyl, ethoxycarbonyl, benzyloxycarbonyl, methylsulfonylamino, 
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phenylsulfonylamino, methylamino, dimethylamino, fluoro, oxo or carboxy, R 5 may be 
further optionally substituted by one or more R*; 

Re is methyl, cyclopropyl, cyclopentyl, cyclohexyl, phenyl, naphthyl, indanyl, 
thienyl, 5-methylthienyl, methoxy, phenoxy, benzyloxy, piperidinyl, pyridinyl, 
indolyl, l-(tolyl-sulfonyl)-indolyl, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, phenyl or benzyl, 
or Re is hydroxy, fluoro, chloro, oxo, dimethylamino or trifluoromethyl; 

and 

R* is acetyl, Cl-3alkylaminocarbonyl or Cl-3alkoxycarbonyl. 

31. The compound according to claim 30 wherein: 
Het is piperidin-4-yl or pyrrolidin-3-yl; 

Ri is morpholin-4-yl, p-fluorophenyl or p-methoxyphenyl; 

R 5 is methyl, propyl, n-pentyl or cyclohexyl 
and 

R* is acetyl, ethylaminocarbonyl or ethoxycarbonyl. 

32. The compound according to claim 20 wherein: 

Het is piperidinyl, pyrrolidinyl, azetidinyl, azepanyl, oxepanyl, tetrahydropyranyl, 
oxetanyl or tetrahydrothiopyranyl each ring being optionally substituted with one or more 
R 5 ; 

Rx is a bond, Cl-4 alkyl, Cl-4 alkoxy, cyclopropyl, cyclohexyl, phenoxy, naphthyloxy, 
phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, 
piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, pyridazinyl, indolyl, quinolinyl, benzofuranyl, benzthienyl, benzimidazolyl, 



345 



WO 01/19816 * 



PCT/US00/23584 



benzthiazolyl, benzoxazolyl or amino; wherein Ri is optionally substituted by one or 
more R*; 

Ra is methyl, ethyl, propyl, i-propyl, cyclopropyl, cyclohexyl, phenyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, thienyl, 
imidazolyl, methoxy, ethoxy, acetyl, acetoxy, phenoxy, naphthyloxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, phenoxycarbonyl, naphthyloxycarbonyl, 
benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by methyl, ethyl, phenyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl or piperazinyl, 

or Ra is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ethylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl, ethyl, phenyl, naphthyl, pyrrolidinyl, 
piperidinyl, morpholinyl, thiomorpholinyl or piperazinyl, 
or Ra is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
CI -2 alkylcarbamoyloxy, phenylcarbamoyloxy, naphthylcarbamoyloxy, CI -2 
alkylsulfonylamino, phenylsulfonylamino, naphthylsulfonylamino, CI -2 
alkyiaminosulfonyl, phenylaminosulfonyl, naphthylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl, 
phenyl, naphthyl, pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl or 
piperazinyl, 

or R« is halogen, hydroxy, oxo, carboxy, cyano, nitro, carboxamide, amidino or 
guanidino, Ra may be further optionally substituted by one or more Rj>; 

Rb is methyl, ethyl, cyclopropyl, cyclohexyl, phenyl, methoxy, ethoxy, 
phenoxy, benzyloxy, fluoro, chloro, bromo, hydroxy, oxo, carboxy, cyano, 
nitro or carboxamide; 

R 2 is hydrogen or methyl; 
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R 3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl, cyclohexyl, benzyl or naphthylmethyl wherein R3 is optionally substituted by 
one or more Rc; 

Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, naphthyl, 
bicyclo[3.1.0]hexanyl, bicyclo[l.l.l]pentanyl, cubanyl, furanyl, 
tetrahydropyranyl, thienyl, oxazolyl, thiazolyl, imidazolyl, pyrimidinyl, methoxy, 
ethoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, phenoxycarbonyl, acetoxy, 
benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono or 
di-substituted by methyl or phenyl, 

or Rc is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be 
independently substituted by methyl or phenyl, 

or Rc is methoxycarbonylamino, phenoxycarbonylamino, methylcarbamoyloxy, 
phenylcarbamoyloxy, methylsulfonylamino, phenylsulfonylamino, 
methylaminosulfonyl, phenylaminosulfonyl, amino wherein the nitrogen atom 
may be independently mono or di-substituted by methyl or phenyl, 
or Rc is chloro, fluoro, hydroxy, oxo, carboxy or cyano; 

R 2 and R3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
tetrahydrofuranyl, pyrrolidinyl, piperidinyl, piperazinyl, morpholinyl or 
tetrahydrothiophenyl; 

R4 is hydrogen; 

R 5 is a bond, hydrogen, carbonyl, Cl-5 alkyl, Cl-5alkoxyCl-5alkyl, Cl-5alkylaminoCl- 
Salkyl, Cl-5alkylthioCl-5alkyl wherein the sulfur atom may be oxidized to a sulfoxide or 
sulfone, Cl-5 alkoxy, phenoxy, naphthyloxy, cyclopropyl, cyclopentyl, cyclohexyl, 
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phenyl, benzyl, heterocyclyl selected from pyrrolidinyl, piperidinyl, morpholinyl, 
tetrahydropyranyl, pyridinyl, and pyrimidinyl, heterocyclyloxy wherein the heterocyclyl 
moiety is selected from those herein described in this paragraph, acetyl, benzoyl, 
acetyloxy, benzyloxy, methoxycarbonyl, ethoxycarbonyl, benzyloxycarbonyl, 
benzoyloxy, carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl, ethyl or phenyl, 

or R5 is acetylamino, benzoylamino, phenylthio wherein the sulfur atom may be oxidized 
to a sulfoxide or sulfone, ureido wherein either nitrogen atom may be independently 
substituted by methyl, ethyl or phenyl, 

or R5 is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, phenylsulfonylamino, phenylaminosulfonyl, 
amino wherein the nitrogen atom may be independently mono or di-substituted by 
methyl, ethyl or phenyl, 

or R 5 is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R 5 may be further 
optionally substituted by one or more R*; 

Re is methyl ethyl, methoxy, ethoxy, cyclopropyl, cyclopentyl, cyclohexyl, 
phenyl, naphthyl, indanyl, piperidinyl, morpholinyl, indolyl, thienyl, pyridinyl, 
methoxy, ethoxy, acetyl, benzoyl, acetyloxy, phenoxy, benzyloxy, 
methoxycarbonyl, ethoxycarbonyl, carbamoyl wherein the nitrogen atom may be 
independently mono or di-substituted by methyl, ethyl or phenyl, 
or Rc is acetylamino, benzoylamino, methylthio wherein the sulfur atom may be 
oxidized to a sulfoxide or sulfone, phenylthio methylthio wherein the sulfur atom 
may be oxidized to a sulfoxide or sulfone, ureido wherein either nitrogen atom 
may be independently substituted by methyl, ethyl or phenyl, 
or R« is methoxycarbonylamino, ethoxycarbonylamino, phenoxycarbonylamino, 
methylcarbamoyloxy, phenylcarbamoyloxy, methylsulfonylamino, 
phenylsulfonylamino, methylaminosulfonyl, phenylaminosulfonyl, amino wherein 
the nitrogen atom may be independently mono or di-substituted by methyl, ethyl 
or phenyl, 
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or is fluoro, chloro, hydroxy, oxo, carboxy or carboxamide, R« may be further 
optionally substituted by one or more Rf, 

R f is methyl, phenyl, tolylsulfonyl, phenoxy, benzyloxy, fluoro, chloro or 
oxo. 

33 . The compound according to claim 32 wherein 

Ri is a bond, methyl, ethyl, n-propyl, i-propyl, methoxy, ethoxy, benzyloxy, cyclopropyl, 
cyclohexyl, phenoxy, naphthyloxy, phenyl, benzyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, furanyl, thienyl, oxazolyl, thiazolyl, 
imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, indolyl, quinolinyl, 
benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; 
wherein R\ is optionally substituted by one or more R*; 

Ra is methyl, cyclopropyl, phenyl, halogen, hydroxy, oxo, carboxy, cyano, nitro or 
carboxamide; 

R 3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl, benzyl or naphthylmethyl wherein R 3 is optionally substituted by one or more 

Rcj 

Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, furanyl, tetrahydropyranyl, 
thienyl, oxazolyl, thiazolyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
carbamoyl wherein the nitrogen atom may be independently mono or di- 
substituted by methyl or phenyl, 

or Rc is acetylamino, benzoylamino, methylthio, methoxycarbonylamino, 
methylcarbamoyloxy, methylsulfonylamino, methylaminosulfonyl, amino 
wherein the nitrogen atom may be independently mono or di-substituted by 
methyl, 

or Rc is fluoro or oxo; 
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R 2 and R 3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl, 
tetrahydrofuranyl, pyrrolidinyl or piperidinyl; 

R 5 is methyl, ethyl, n-propyl, n-butyl, n-pentyl, 2-pentyl, 3-pentyl, phenethyl, phenpropyl, 
2,2-dimethylpropyl, t-butyl, i-propyl, i-butyl, cyclopropyl, cyclopentyl, cyclohexyl, 
cyclopropylmethyl, cyclopentylmethyl, cyclohexylmethyl, phenyl, benzyl, 2- 
methylbenzyl, 3-methylbenzyl, 4-methylbenzyl, 2,6-dimethylbenzyl, 2,5-dimethylbenzyl, 
2,4-dimethylben2yl, 2,3-dimethylbenzyl, 3,4-dimethylbenzyl, 3,5-dimethylbenzyl, 2,4,6- 
trimethylbenzyl, 2-methoxybenzyl, 3-methoxybenzyl, 4-methoxybenzyl, 2- 
phenoxybenzyl, 3-phenoxybenzyl, 4-phenoxybenzyl, 2-benzyloxybenzyl,3- 
benzyloxybenzyl, 4-benzyloxybenzyl, 2-fluorobenzyl, 3-fluorobenzyl, 4-fluorobenzyl, 
2,6-difluorobenzyl, 2,5-difluorobenzyl, 2,4-difluorobenzyl, 2,3-difluorobenzyl, 3,4- 
difluorobenzyl, 3,5-difluorobenzyl, 2,4,6-triflurobenzyl, 2-trifluoromethylbenzyl, 3- 
trifluoromethylbenzyl, 4-trifluoromethylbenzyl, naphthylmethyl, indanylmethyl, 
pyridinylmethyl, indolylmethyl, thienylmethyl, 5-methylthienylmethyl, piperidinyl, 
piperidinylcarbonyl, pyridinylcarbonyl, tetrahydropyranyl, pyrimidinyl, acetyl, benzoyl, 
ethoxycarbonyl, benzyloxycarbonyl, t-butoxycarbonyl, methylcarbamoyl, 
phenylcarbamoyl, benzylcarbamoyl, methylsulfonylamino, phenylsulfonylamino, 
methylamino, dimethylamino, fluoro, oxo or carboxy. 

34. The compound according to claim 33 wherein: 

R, is methoxy, benzyloxy, cyclohexyl, phenoxy, naphthyloxy, phenyl, benzyl, naphthyl, 
pyrrolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, fiiranyl, thienyl, 
oxazolyl, thiazolyl, imidazolyl, pyridinyl, pyrimidinyl, pyrazinyl, indolyl, quinolinyl, 
benzofuranyl, benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or amino; 
wherein Ri is optionally substituted by one or more R„; 

Ra is methyl, phenyl, fluoro, chloro, hydroxy, oxo, carboxy or carboxamide; 
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R 3 is a bond, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, n-pentyl, propenyl, i- 
butenyl or benzyl wherein R3 is optionally substituted by one or more Rc; 

Rc is methyl, ethyl, cyclohexyl, cyclopentyl, phenyl, furanyl, tetrahydropyranyl, 
thienyl, oxazolyl, thiazolyl, methoxy, phenoxy, acetyl, benzoyl, methoxycarbonyl, 
acetylamino, methylthio, methylsulfonylamino or fluoro; 

R 2 and R3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, cycloheptyl, tetrahydropyranyl, tetrahydrothiopyranyl or 
tetrahydrofiiranyl; 

R 5 is methyl, ethyl, n-propyl, n-butyl, phenethyl, phenpropyl, t-butyl, i-propyl, i-butyl, 
cyclopropyl, cyclohexyl, cyclopropylmethyl, cyclohexylmethyl, phenyl, benzyl, 2- 
methoxybenzyl, 3-methoxybenzyl, 4-methoxybenzyl 4-fluorobenzyl, 3,5-difluorobenzyl, 
4-trifluoromethylbenzyl, naphthylmethyl, pyridinylmethyl, indolylmethyl, thienylmethyl, 
acetyl, benzoyl, ethoxycarbonyl, benzyloxycarbonyl, t-butoxycarbonyl, phenylcarbamoyl, 
phenylsulfonylamino or fluoro. 

35. The compound according to claim 34 wherein: 

Het is pyrrolidinyl, piperidinyl or tetrahydropyranyl; 

Ri is benzyloxy, phenoxy, naphthyloxy, phenyl, naphthyl, pyrrolidinyl, piperidinyl, 
morpholinyl, thiomorpholinyl, piperazinyl, pyridinyl, indolyl, quinolinyl, benzofuranyl, 
benzthienyl, benzimidazolyl, benzthiazolyl, benzoxazolyl or phenylamino; 

R 3 is n-propyl, i-butyl, propenyl, i-butenyl or 2,2-dimethylpropyl; 
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R 2 and R 3 together with the carbon they are attached optionally form a ring selected from 
cyclopentyl, cyclohexyl, or cycloheptyl; 

R 5 is methyl, ethyl, n-propyl, phenethyl, t-butyl, i-propyl, i-butyl, cyclohexyl, 
cyclohexylmethyl, benzyl, 4-fluorobenzyl, naphthylmethyl, acetyl, benzoyl or 
benzyloxycarbonyl. 



36. A compound according to claim 20 selected from: 

{ [ 1 -(4-Cy ano-1 -propyl-piperidin^-ylcarbamoyl)0,3-dimethyl-butylimino]-morpholin-4- 
yUmethyl}-carbamic acid ethyl ester; 

N-(4-Cyano-methyl-piperidin-4-yl)-3-cyclohexyl-2-(3-oxo-3H-isoindol-l-ylamino)- 
propionamide; 

4,4-Dimethyl-2-(3-oxo-3H-isoindol-l-ylamino)-pentanoicacid-(4-cyano-l-propyl- 
piperidin-4-yl)-amide; 

N-(4-cyano-l-methyl-piperidin^-yi)0^ oxazin-4- 
ylamino)-propionamide; 

{[ 1 -(4-cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexy 1-ethy lamino]-piperidin- 1 - 
yl-methyl}-carbamic acid ethyl ester; 

' 2-[(Acetylimino-phenyl-methyl)-amino]-N-(4-cyano- 1 -methyl-piperidin-4-yl)- 
3-cyclohexyl-propionamide; 

1 { [ 1 -(4-Cyano- 1 -methyl-piperidin-4-ylcarbamoyl)-2-cyclohexyl-ethylamino]- 
morpholin-4-yl-methylen}-carbamic acid ethyl ester; 

1 2-[(Acetylimino-phenyl-methyl^ 
yl]-3-cyclohexyl-propionamide; 

\ { 1 -[3-Cyano- 1 -(1 -ethyl-propyl)-pyrrolidin-3-ylcarbamoyl]-2-cyclohexyl-ethy lamino} - 
morpholin-4-yl-methylene)-carbamic acid ethyl ester; 

TSf_(4-Cyano- 1 -methyl-piperidin-4-yl)-3-cyclohexy 1-2- 
[(ethylcarbamoylimino-phenyl-methyl)-amino]-propionamide; 
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, N-[4-Cyano-l-methyl-piperidin-4-yl)-3-cyclohexyl-2 

-(1,1 -dioxo- 1 H-X, 6 -benzo[d]isothiazol~3-ylamino)-propionamide; 

5 , N-[3-Cyano-l-(l-ethyl-propyl)-pyrrolidin-3-yl]-3-cyclohexyl-2 
-(1,1 -dioxo- 1 H-A. 6 -benzo[d]isothiazol-3-ylamino)-propionamide; 

N-(3-Cyano- 1 -cyclohexyl-pyrrolidin-3-yl)-3-cyclohexyl-2-(l , 1 -dioxo- 1H-A, 6 - 
benzo[d]isothiazol-3-ylamino)-propionamide; 

10 

N-(3 -Cyano- 1 -cyclohexyl-pyrrolidin-3-yl)-3-cyclohexyl-2-( 1 , 1 -dioxo- 1 H-A, 6 - 
benzo[d]isothiazol-3-ylamino)-propionamide; 

N-(4-Cyano- 1 -propy l-piperidin-4-y l)-3 -cyclohexyl-2-( 1 , 1 -dioxo- 1 H-A, 6 - 
1 5 benzo[d]isothiazol-3-ylamino)-propionamide; 

7-(l J-Dioxo-lH-X, 6 -benzo[d]isothiazol-3-ylamino)-4,4-dimethyl-pentanoic acid (4- 
cyano- 1 -propyl-piperidin-4-yl)-amide 

20 and the pharmaceutically acceptable derivatives thereof. 

25 37. A pharmaceutical composition comprising a pharmaceutically effective amount of 
a compound according to claims 1, 6, 14, 20 or 32. 

38. A method of modulating an autoimmune disease, said method comprising 
administering to a patient in need of such treatment a pharmaceutically effective amount 

30 of a compound according to claim 1, 6 or 20. 

39. The method according to claim 38 wherein the autoimmune disease is rheumatoid 
arthritis, systemic lupus erythematosus, Crohn's disease, ulcerative colitis, multiple 
sclerosis, Guillain-Barre syndrome, psoriasis, Grave's disease, myasthenia gravis, 

35 scleroderma, glomerulonephritis, atopic dermatitis or insulin-dependent diabetes mellitus. 

353 



WO 01/19816 



PCT/US00/23584 



40. A method of treating Alzheimer's disease comprising administering to a patient in 
need of such treatment a pharmaceutically effective amount of a compound according to 
claim 1, 6 or 20. 

41. A method of treating atherosclerosis comprising administering to a patient in need 
of such treatment a pharmaceutically effective amount of a compound according 
to claim 1,6 or 20. 

42. A method of treating osteoporosis comprising administering to a patient in need 
of such treatment a pharmaceutically effective amount of a compound according 
to claims 14 or 32. 

43. A method of treating asthma comprising administering to a patient in need of such 
treatment a pharmaceutically effective amount of a compound according to claim 
1,6 or 20. 

44. A method of making a compound of the formula (I) 
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wherein Ri, R 2 , R 3 , Rt, Het and R 5 are as defined in claim 1 and Y and X are both O; 
said method comprising: 

a) reacting an amino acid ester (IV), wherein R' is a protecting group, under suitable 
reaction conditions with a RiC(0)L wherein L is a leaving group: 

R 4 O 

b) removing the protecting group R' from the compound produced in step a) to produce 
the corresponding carboxylic acid; 

c) reacting the product of step b) under coupling conditions with an amino nitrile bearing 
"Het-R 5 " shown below to produce a compound of the formula (I): 





45 . A method of making a compound of the formula (I) 



R A N X ^ .CN 




wherein Ri, R 2 , R 3 , Rt, Het and R 5 are as defined in claim 1 and Y and X are both O; 
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said method comprising: 

a) reacting under coupling conditions a protected amino acid with a protecting group R* 
with an nitrile compound possessing "Het-R 5 ": 

5 

r.hn>C 0H + H X 0NHz — " r,h ^yX c 

li ^Het4-R 5 O (Het4- 



b) removing the protecting group R' from the compound produced in step a); 



10 c) reacting the compound produced from step b) with an activated acid RiC(Y)L wherein 
L is a leaving group, to produce a nitrile of the formula (I); 



A 



R{ ■- (i) 



15 46. A method of making a compound of the formula (I) 




wherein Rj , R 2 , R3, Rt, Het and R 5 are as defined in claim 1 and Y and X are both O; 
said method comprising: 
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a) reacting ammonia with a protected amino acid bearing «Het-R s » wherein R» is a 
protecting group, under suitable coupling conditions: 



1 4 R"N. XONH, 

R-^XO.H + ^ 

fHetH-Rg 




Het -)-R 5 



b) removing the protecting group R" from the product of step a) to produce compound m 



10 



?4 R 4 

R"N XONH 2 HNv^CONH 2 




Het -f-R 5 l Het T R 5 



(III) 

c)reacting an amino ester of the formula (IV) with Rl C(0)L wherein L is a leaving 
15 group, in the presence of a suitable base, to produce compound (V); 




0 R R 3 



IV 

d) hydrolysis of the product of step c) to produce carboxylic acid (VI); 

0 , R 3 



C 



(V) 



R 4 0 



(VI) 
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e) reacting under suitable coupling conditions, the product (III) of step b) with the 
product (VI) of step d), followed by dehydration to produce the nitrile compound of the 
formula (I). 

5 47. A method of making a compound of the formula (I) 




wherein Ri, R2, R3, Rt, Het and R5 are as defined in claim 1 and Y and X are both O; 
1 0 said method comprising: 

a) reacting under coupling conditions, an amino acid amide compound bearing "Het-Rs' 
with a protected amino acid bearing groups R2,R3: 

15 




b) removing the protecting group R' from the compound produced in step a); 

20 

c) reacting under suitable conditions the product of step b) with an RiC(0)L compound 
wherein L is a leaving group, followed by dehydration to produce a nitrile compound of 
the formula(I). 

25 
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